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vtt*— (ar) me^^ifeb<«»J^^«fc f 5 7>HD^>^^ 

10 , ^T^8 7 7S@075/|S (BB#1#*§- 2 075 7 MJ^UCfeHTteTS 
yi?#^-8 8 2 t^ffi^-r^)) 0$Xt>XfSt^of: (Taplinet al., Cance* 
r Res., 59 : 2511-2515, 1999) „ Z.OP't 7(D&mAR\Ztt VT7)l>? 5 H£ 

^r^bfe (Veldscholte et al., Biochem. Biophys. Res. Comraun., 173: 534-5 
15 40, 1990) . jfcfc, bf*;^5 Hfc^»W*»©»fflfcJ:*rt»jB«»aK:«9A 

^^n-5 8 7 7#S©75y|?i:W<i:oT^ (Haapala et al., Lab. Inves 
t., 81: 1647-1651, 2001) . 

20 AR<z5^tcs^<7>Kpy>#&^£ffi©^B& • mmizmmfemm&m& 
-r^±x% ^K«SARS»3sr*«ttiiia*«##»cwffl*w^Eu/--;i/T?»*. 

flM&lc-f >fcf hat^^l/T, »*Wl:]lffl$n57>KDy>*ft#tt 
25 ®fi^©^ARtl^IOM*ftSAR^If5lffi»Jiai*$t4bfet^ 
£7c, 7>Fn^>^ft#ttjB^e>BSJ*W^tfl$tlS^SAR© 

e t ^ a* rax s i^,ve#--a>3g&«:#-r s & ©t* o > 2 §f^±©7 = 
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b > *g mfiUtb % tlfcmfflffi.fr e>AR<DcDNA£ mil b (D^*@H^J * 
#flr b A R <«gBM£ «trCT > K D # >m \Z «fc & 1*3 * $ n*: 

15 e» mm&Hzn z nstiA r & < -grr * c £ £ BtB b 

[ 1 ] ffife<D5riT> \*atf>M\ZttVTm&&-e$>2>1&fflm*m&iT> h* 
20 ay>ffl©l¥ftTT**bT«^S*enfc*«IBJiai**3!iRb, $&IBIJi34*£ 
*Jt*r>Hoy>S«»Jte^©^*E^J*»«fbTteiB^lt3^ft*^Ufc* 
£i!iR-r<5 £ ^ ^##<i:-r ^7 > H p^* >§$^^tS^7 > H a 

25 4fcfc-»T5£££#«£"r*ffilB [1] 8B«©^fe; 

[3] £ST>KDy>g£#«:56?au .EOjjlf 5£<Z>ia7 > H aY>miZ 

6nfc««ffliat**a^b, »3B«Bns*tc*^sigST> Kpy>s«#jte-?© 
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^= ^hv<nt(D7-rn^-c$>^mm [i] ~ [3] (D^-m^zmm^m 

5 ; 

[5] mt& [i] mm<DJimiz£vm<bnz>^T>\zud-'>§:mfc&5£ 

[6] mm [3] fs«(D^^ci;Of#^n?)#a^y>Hp^>^^ 

io [7] 7>FDy>(c^t"-5yn ; e-^--^»T^*^>^^Br^ 

^itfe^^^^^Wr^SiffB [5] £fcte [6] fB*fc<Z>MIJ§£1* ; 

[7] mm<Dmmmw; 

[9] MB [5] l£fz.\Z [6] IBm©^«ffl^^t«#lM©#«T-e^ 

[io] HtrfB [7] iB*o*«iiia<**ttift'»K©#«ET'r«*u, mmm 

Mffi-tz z. t m&fflfcmz&^T^T&mmr > h ny 

[i i] mis [9] [io] &m<Dijmz&r)miR'2tiz>&m7> 
Yu?>^mzft\sT&iKwm*7ji-r$i7y vu*f>m 

[13] MIS [1 2] BB«©*ife^«kOa^$ti*Jgmtt«*R5Btt*fc 

[14] T> KDy>S«#©SES#RfBtt*fc«j8IBI^ttT**Wia [ 
13] aB«©fit7>Foy>SI ; 
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[15] MSB [11] Sfcte [13] fB*fc<^T>FPy>#J£lir#bT 

[i6] fwc ci i] [13] ia«c^tar>Ho^>^j^w^ift^ 
ttis^^BS • t&mft\<DMm<Dfc&<D. mis [ii] [13] tm<Dm.r> 

10 [18] 7> F >Cit^t5^at-^-^P S A^ot-^-tc5 

^MfE [7] [8] ISife(D^«ffllia^c ; 

[19] 7>h*oy>l:ft^t5'/o ; e-^-^PSAyD ; E-^-T$ 

zffiU [i o] tsm<DX^U-->^^ ; 

[20] psA7u^-?-<DmfflT\z&%ftmffi^mti:mfc^&*$& 

>?m*v h ; 

[2 1] Pi¥LIfr4MJ»\ S&CRlT^©7>HP^>^^t§- 
i^^ii-r^HGfS [2 0] IB^O^^ h ; 
20 [2 2] mCDPSA^Dt-^-^^Atl^nT^S^i^ 

SfOfE [2 0] tSmcD^^/ h ; 

[23] ^mm^mum^^miLmwmmiKmm^^rciz^ u# 

-^-jte^T^^MIB [2 0] Bm.(D^y h ; 

[2 4] PSAya^-^-o$iJPT(c^§^«?*rnf^it^^W 

[2 5] PSAyD^-^-(7)^JPTlC^^^^Bl^at^^W 
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[26] 7 > Hn^>S*#©»»^ Pfi?L»«HfflJia**RS*#*«^t- 
*^tJC«fcoTfe$nSJli:*«p«i:i-SSa«a [2 4] [2 5] fEicCD^ 

5 m ; 

[2 7] «*©P SA^D*-^— T&^^A^jtiBfSnT^SClt*^ 
Wl£-?Z>mtZ [2 4] [2 5] IE«©^; 

[28] mmmm^mtemfc?*m&mw$ictomiMfc?&tz\zft>x u# 

-^-itte^T&Sjiflfa [2 4] [2 5] 8H*"®#i£ ; 

10 [2 9] &TFCD (a) (b) (DTSymS3^J: 

(a) gE^J#^2T^$n-i>7^y^S5^JtC*5^T, T ^ 7 4 6 CD h 

(b) ie^j#^2T^t>$n^T^ymsH^jic*^T, 7$yn#§7 4 6cDh 

15 2 CD 7. l/^^>^7^->lCS^^nfc7 a /msH^j, 

[3 03 MIB [2 9] aB*©SeSI©SB^^h-e*oT, j£ST>H 
P y >S^#:CD T > h*py>i CD^ lc & g & «g# £ *ffS"T § 757 ftlB?>J 
tfe-g-WrsfiR^^K* *>b<&«cDX^ Hfeb<H-ecDX7>^;b 
20 £fcte^-CD:& ; 

[3 1] MIB [2 9] 8B«©Sa«*fcttMIB [3 0] IS«cDgB^y^ 
K £ n - H-T -5 # U X # H £^TT £ U * * H ; 
[3 2] DNAT&£Mf2 [3 1] EfW># U * * F ; 
[3 3] J^TcD (a) (b) cDit^gB^J : 

25 (a) 1 T^t)^n^>^»ea^J{C^ViT, *fi£## 2 2 3 7 CDt£g#^ 

(b) Ba^J#^-lT^^n§^SSH^J{c:^ViT, tlf§2 2 3 7t)L<«2 
2 3 8 CDi&*#^ >KlB&£*U I9«1S§ 2 6 4 4 <DM&&>f7 —>\Z.W. 
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&MS3 [31] SB*£tf># 'J * * 1x^-5=- H ; 

[34] Mie [3i] t^mo^^^^u^^^^T^mmm ; 

[3 5] *:;i/ ; E>^fe#14^©^fflT*^>BtIfB [3 4] IE^©^Sffm ; 

[3 6] tute [3 i] fa*&©# u^u^F^WTsmm^^-- 

5 ; 

[37] mis [3 6] mmomi&^??-^fenmWkt!-&rcMMifcWkfc 

[3 8] mis [29] mmommn^m^-r^mti^-r^mmm^ ; 

[39] ibtjaSS^MJ^Tfe^WIB [3 8] SB*fc<E>ft!j#l*fflJ)£ ; 
io [4 0] ^^M^lSfi^M^Ta&^BfrlB [3 9] tmomyoMffl. 

[41] Mia [ 3 7 ] umowmnmw-tt\t.mu [38] tBi^i^ia 

fl££i&^U fltfSB [2 9] IB«©ifaK^fc^B&fB [3 0] fBitCD^^^F 
££/&1£l^3;i££#m£T&i!fif3 [2 9] IBifecDMeK^/c^©^, £fc 
15 «MIB [30] tB*fc£>3B#^:/^ h* *> V < \%^(DT^ H b < ttf©XXf;^ 

[4 2] MSB [2 9] IB«<DMeKt)b<«'e^*^:«WfB [3 0] S3 
ffeOSP^y^ H V < \t^(DT^ H t> L- < lifOXXf^Sfc^Oil^ M 
3£££#m<!:T-5, T>HPy><hHdf3 [29] SBf^SSMfc L < f«£>:& 
20 £/c«MSB [3 0] I3«<D^^y^H i fcU<«-ewy^ Ht)b<^©XXr 

&; 

[4 3] huIE [2 9] ?Bm©SeKfcb<«^(Di&*^:«tfIf3 [3 0] SB 
25 T>HPy>^MS3 [2 9] f3«lctf)^eSf £ ^ < 

m&frimm [30] fa®c^#^:/^b*t>L<te^<z>7^ Ht>b<^©xx 

[4 4] ^&-5^g7> FP^>S^^UTtr[7> Hn^r>^ffl^ 
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[4 5] 2ffl^±©taT>Hoy>^J©"5"^©l^Mfa [9] [ 

io] m&(Djsmz£K>M$iisn%. mriB [44] ib*©»J; 
5 [46] s/^ts7 > h py >&mmz*t bTtar > h ay>im 

% , mm$Lmvo \z & vt z> 7 > h p y *&«7>ho yyimwm <d&)v 
^>m^m<D^m • ; 

[4 7] 2«JK±<Bta7>Kay>8J©3^©l^#fflfB [9] [ 
10 10] E*©^JCJ;t)a^$n*» MI2 [4 6] IB*c(D7j?£; 

[4 8] 7>FDy>&#iSfctt7>Hoy>#&#|]0M : E>i^ 

[4 9] 2S^±OtaT>HPy>^|cD^^(Dlo^HfrlB [9] [ 
15 1 0] EffiD^gtiUfflRSni^ SufB [4 8] ffiiftOteffl ; 

[50] mm [2 9] 8a«<osaR'bu<tt-€-oift*fcttsei2 [30] is 

> 

20 [si] gs^j#-^2T^$n^>r5ymsB^j(c*5v>TT5ym#^7 4 
8 2 © x i/pf- ^->^fi^$nfcT^y msa^j t m- *> u < tiniwi: 

[5 2] @B^J#-^2-e^t>^n^T^yi?SB^J^43ViTTayi?#-^8 8 

2 ox 7 x > \zw&2 ntc r $ y wtmm t m- l < w »c iwi 

~<D7$ymm&^m?&^&n&tciz^<Dmzttirzm.&T»&-DT. ib^>j# 
#2T^^n^>T^yi?@a^j('*3ViTr^yi?#^-7 4 6©hU7 f h77>^ 
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D-r y>^b<«yXT-f >\zmm-znrz7$ v < tzmnmz 

[5 3] mm [2.9] fE^SeM^^H^^^TOJt-^^fPia^T 
&&MIB [5 0] mWL<D&i{& ; 
5 [5 4] tutE [5 0] ~ [5 2] (O^-rn^^fBtStW^^WbT^^. 

IB [54] mm<D®mm; 

[5 6] mis [42] um<D7,2v-~>>f^m^rc\mm [43] ie^ 
10 ©7.^u-n>^ffl^r^ h&m^Tmznoz. 7>vu^f>tmm [29] ie 

«(DgeMt)b<^0)^feMSE [3 0] mWL(D^^^\ i hly<^(D 

[57] mis [5 6] mm.(D{t'£m£rz\tt(DMz^isTt£z>mM 
15 [5 8] ryYuy>m?m&&U7>Yuy>im&n<D*)v*:>m< ! g. 
i&mo^m • ^»jT$>^>tifiE [57] tm<Dmm ; 

[5 9] MIE [31] Um<Oif^)^!7U^V^tz.\^(0-^m^Z. 

HtffB [2 9] fB«cDMa«£3-FT£mRNA<D5£»#i£ ; 
[6 0] f&fE [5 0] ~ [5 2] <D^-mfr\ZiZm.<D&ifaZ:m^2>Zt& 
20 #^<i:-r§, WIS [2 9] fE*fctf>MfiSf t>b < i«^^fc«MfE [3 0] IE« 

[6i] t&tE [59] [6 0] mm<Dfemj5&&m^z>z.t&&m. 

25 [6 2] MfB [1] IEic<7)^m^J:D|Hl-^MT>h*Dy>^#:^ 

[6 3] MSB [6 2] IB*©^^cfc»3ftJa:*»»C^Sn*2a^±© 
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[6 4] Mm [6 2] 8H*©^fc:«fc»3ft3a:*»^5S^n*2a^±0 

10 [6 6] HtffB [6 2] |E«l©*ffiK:J:0*a*t»asn**i7>Hay 

15 

EI 1 teLNCaP-cxDIK LNCaP-cxD2& ^!NCaP-FGCiffflJI&©iim(C;*fr5 b*#;i/^ 
5 HCD^^^"TEl®Tfe^>o (RPMI1640 + 10* DCC-FBS) ^izmMl^fc L 

NCaP-cxDlk LNCaP-cxD243J:tXLNCaP-FGCi|fflia^24^^ 0 V- h IC40000 cells 
20 W-hTft, SIB, ¥*)V?=L H^JPbfc. b#;i/*^ K»3B&> iSBJ!££ 
WR'Lfc. ± n=3, 

0 2 fctLNCaP-cxDl U LNCaP-cxD2*3 <£m,NCaP-FGC«(DPSAjg£l;:*r-f £ b*# 
H0D^$r^-ria®-e$»^) o (RPMI1640 + 10* DCC-FBS) ^iZMMV 

fc LNCaP-cxDIK LNCaP-cxD2*3 J: m.NCaP-FGC«^ 247^^1^- h K 40000 cells 

_L»PSA*£*«lj£Lfc. ± n=3 0 
®3«tf^;i/^^ K{C e fc&M£3!!&£^te^Sl!KW741C, W741L) AR<D^{Sil 

^yu^-^-<DTmiz)i^yx.^-^m^^^^^rz^^-wk^n b 
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o W74 1 CMItJlARSrJf A L & ^ £ ^ -DNA:fc «fc 7 > H n y >J&^44 :/P ^E - ^ — 

a>U 40 nM©DHT&-5^te, 40 nMODHTtlO/iM^-fb-o-^A^r^Sn^^^v^x 
7— fc?8H$&$l5£bfco TO ± &*P8^ DHTm^iraf^©n=16, DHTMfr&*& 
A^iJPP<Dn=4o 

El 5 «DHTT?gtt{b^n^:^^ARt3 £ J;§PSA-/P ; &--^--$iJtaiTcDjie^^ 
10 ^tt<b^t-0®T*$>^)o Hf^SiAR&JfAbfc^^^— DNAtlOWPSA^Pt— 
^ — $> Z> V> te* >^ A 13 2^>^ ViffPSA^P ^E— ? - ©Tffit l-Jl' '> y x 5 — if itfc 
^m^^ikfz^^— DNAi£C0S-7«MS£:3 h7>X7x^ya >U ljuM© 

15 *f|BJ©^ARte, S2^iJ## 2 t?^t> ^n^>T = yg?ga^J (Proc. Natl. Ac 
ad. Sci. USA, 85: 7211-7215, 1988) IC43^T7 J 7 4 6 © h U 7" h 
7 T >J&*P-f S^fcttifcSnfcr ^ /mSB^J (TW746LJ £!B&f3'r£«3"fe&5) 

20 8 8 2©Xlx^->*tr^->^B^^nfe7^ymiB^J (rW746L(C)+T882Aj t 
*^BJ©^ARtt, #J*_fc£> PifLffilft (flilAfc?, fcK ^JWEyK 77h 

>y;i//N>^iifflj!a, -b&«jia» to&mm* mm^mm. mmmm. m 

* 7 -nana, ««fflj^, #4>j*. mm^m. nmt. mm * mmmrn 
, «#»iia. aiftaiJia, jffTOfcixtePiimm 
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mm. mmm. xmmmt. mm. mm. nmru. mmrm. *m$LM. mm 
. /mk, m msh^> mvtm. mm. mm) . &m. rmfc 

5 , m. mm. wm. stm. %.mm. fpvtm. moo. #«t, mm. &m. mm. 
m. ffiit'g m. xm. /n») , mm. >m. mm. mm. mrm. ^mst. * 
mnoM. miLm. mil. mm. mm. ^k, #> mm. m\z 
. mam \zm&-rz>m&nT*$>-oT*><k<. tfc^iaraoTfeiK 

W746L*fe«W746L(C)+T882A^HK^tC|WI-(Dy^ymS3^Ji:bT^ W&U 

W746L * fa &W746L (0 +T882 A £ MM fft PI— tf> 7 ^ / $?@S?'J £"^Tt K 
ttTH #J;U£, W746L*^«W746L(C)+T882A<hHSWtC|Hl-(DT^/^g2^J 

^SWtC|wlM<D^i:bTtt, #J;U^ U#>F (ftHteU #> ra^»7> 
HD^XDftfi, i©Xrn-f K*;i/^E>, iHT> Hoy>^©7^-7 h&<fc 
t£7>^~:* hfc^tf) m^m^tt. PSA (HuiEBg^SWtrLM 

mte£&$>tft>nz> 0 mnmiz\s\mtit. tn^omm^m^zmmx^^z. 
?&zfn^-?-<DmwT(Dmfc^MMtimmu£<Dmmsm$f m. mo. 

KmoT^TfeJ:^. iinb^tt^iliJJtkL &i£te%l<Dj3mzmVXftU 
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*Bm»tt*«fc^PSA^S»l»»ttA^W r ^nS. W746L(C)+T882A£lHJt 

£&, ^mcD^ARtLXU, ®W746L£fcteW746L(C)+T882A' : t : >CDl £7c 

&fc$i?Sb<tt»fii (l~5fl) ) ©757 *C$c bfc7 = y &K?>J , ©W746 
L*fcWfW746L(C)+T882Afcl*fcW:2fia± (»*b<tt, l-3 0flgflE, <fc 
10 DlfSl/<ttl-10figflt> $f,CffSt<(itfi (l~5ffl) ) (D7^/m. 
tfmn\stcT=i /^Be^J, ®W746L£fcteW746L(C)+T882A4'<£> 1 *7cte2<@J£U: 
($?i;b<te, l~3 0flgg, «J:Dfl t 3:b<ttl~l Offlgl& SSKEFSb 
<ttSHH (l~5ffl) ) ©75 y^»75 / tTSi$nfe75 ; tffi5>J, 

^fc^gHen^stfl^fe^fcy^yBfesa^J (fib, 7 4 6#s 0feitf8 8 2 
15 #i) a)7$/t^#$nt^s) mtsiai^^'bfflv^n^. 

, *JB*«C*jB (*Jl/#+'>;i/*«8) Tfc*. W746L5fcttW746L(C)+T8 

82A^fSbfe«h-r^>, $fgiofSARH c*j»**a#*;i/#+>'^s (-c 

OOH) , M^yl/-h(-COO"), 75H (-CONH 2 ) £fcteXX 
20 ^ (-COOR) <DP!n~?&?Th^\ 

, -f vynkr;u ; bb<«n-y5 : -;u^^<7)c 1 _ 6 y;i/^;i/»> ~>^d^ 

>3\>k ->^o^^Mi*©C 3 . 8 yi'07^M, fllAli* 7i-iK a 
-t7Wct£OC 6 _ 12 7U-M, "*>>W, 7i*fM£©7 

25 C ! _ 2 7MM'b U< « a - t7f;M ^JIU <i:Oa-t7^-C 

1 . 2 7MWd^C 7 . 14 77MM©(^, iP^XXfJl'tlTfRffi 
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so®? £ n£ j& u y )\>? a tr d a >mfb u fc *> o , ^©7$y 
WL<Dmm±<Dm&& (m%.&. -oh, -sh> 7^;i, -r s^7-jh, < 

i 

o 

*^BJ©^AR<D*#:^J<hbT«, #J;U£, W746L£fcteW746L(0+T882A£ 

o 

15 *^^(d^sar<dbb^^h (ur, ^mm^^^^t^wr^m 

^B^^^^y^ H(D7^/MH IE^AR©7> K 
25 it)2 0M±, fftl<«5 0m±« <k0|ff*U<«10 0fl^±O75y 
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5 fb<H l~10iSE t£t>\Ztft&. b<fcM&<@ (l~5ffl) ) ©75;^ 
Scfcte* ^<ST=-/$?gB^J{Cl£fcte2TOLL ($?£b<ta, 1~2 0 
<fct>£?£b<tel~l 0filfl& ££K:$?£b<teM (l~5ffi) ) 

10 ©T^yi?^ffi(D75/^-eB^^nTViTt)ckVi ttau 746S1 (iscttf 

8 8 2#@) CDT^/^«^#^nTV^) . 

^fglBoaJ^^HttCmjS^iiS*;^*^* (-COOH) , 
Xfrtf^i/U-h (-COO") , F (-CONH 2 ) tfcfiXXf^ (- 
COOR) <Z>M*VT?*oT 5 b«fcV>. d^lT, XXx;U(C:fctt3RfcJ:±fEch|WIlt*l 

15 

±12 bfc c *«©x7 e &m e> n& . 
^t>n>^>m^^ FfcEom^zf?- F&£ ! b^£n£o 

£bv>. £©«fc££bTtt, 0a*fc8SS*Ifc ttOft. U>K. 1Mb** 

ft, am) tot, *svittW«tt *8£, ^Pfcf^>^, 77 
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>$j (#j: tf#;i^a FS&tttf*;^* H*5<fc^;w^5 f) nfcM 

10 StfliM#^^6^M) IE^AR%b<«T882A^m^W-r^AR 
J^Tfc§Slirr£££^T££o W746L££:teW746L(C)+T882ACD75 

25 ^h + '>7x^-hHO+y/^W 7 a: y * ->8f Hi, 4- (2* , 4' -J* h * 
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5 iilTH DCC, N.N'-^yyDtT^^V-l'^ h\ N-X^-N'-(3-v* 

te^^bWJ^jM (#J;lfcJ\ HOBt, HOOBt) ttblZ&m? m^ritS ®M 
izmnTZfr&fcfo* ^mM7K^*fc«H0BtX7.-r;l'*^>Vi{*H00BtXXx;l' ' 

10 ^-2>o 

tts a s^^MSfS tc^ffl s n# & n t a**n £ n t v > * tsia^ e> js^aft s ft 
20 , iifir#$j-2 0^-5 or©teffla>e>jtesi&sfts. mb^nfc75;ti 

z\ t \z £ v-t &ftt£?zttfx^z> < , fcfo&m kimlx &-\-ftf<zm&& 

ii|Bf(D7$ys©«iStbt(i mtf* z, boc, *-~>^u-^>3MU 
->#;p#x;k ci-z> Br-z, 7^>^t**>*^#=^. hU7;ptD7-fe 
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^;i/7^^v';i/S«, r^Ji/xxr^Hb *^;k x^;k 

;k 4--^D^>y;ktXfik 4-/h^y^>^VX^rJk 4-^PP 

^>yjn^f;k ^>xt FU;uxx^;Wb) , 7xty;kixf;H^ ^> 
W7 )vk j -r ^>vM > ;us&<i:©TP-oi'S* ^>^;1/3-*~>;*j;msx,H/ 

xh+y*^x;|/S^£©»^ii$nWcCOTi^n?., *7c 
, x-T^tlt-SStbTH ^JiH ^>^;US, xh^bHPtf^x;w 

15 t-^;PSfei*T»5. 

fDy>0D7iy-;H4Ml©«lSil/Tlt Bzk Cl 2 -Bzk 

2-Xho^>y;k Br-Z, U-^M^IV^n*. 

hX?y>©-f 5^/-;k©§IS<!:l/Tttv WAH Tos, 4-*h^>-2,3 
, 6-hU^^J^>1f>^^*x;k DNP, ^>> ? ;i/^'>^^;U, Bum, Boc, Tr 
20 U FmocftH/^/BV^ft^o 

4,5-h'J^OD7zy-;k 2,4-yXh07iy-Jk y7 / *^)V7)VU—)V 
, A'7XhP7x/-Jk HONB, N-t HD + y7i7y5 h\ N-kh*n^>'7^^ 
25 -T5h\ HOBO <h(DX7f;W fet^ffl^&n^. Mi|6fCOT^y»<D«14'ft:$tl 

7Jl/*>$^ KU7jktD/^y7Jk*>^ hi) 7;u*-n»tt*£W*£*i£ 
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5 x^-JK ^t7-V-;k ^^^l/^-ik z?*?-)V7.)V7 
25 #*'>;i^*0ra©7^3-;M8t«^U75>'Ri^fJVtbm SfiM© 
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tutu mab:, j^T©®~(D^iBtt^ n^c^^^tf en*. 

(DM. Bodanszky :}3j;££M.A. Ondettu ^"/^ H vV-fev'T. (Peptide Synthes 
10 is), Interscience Publishers, New York (1966^); 

(DSchroeder43cttXLuebke, "tf ^y^K(The Peptide), Academic Press, New Y 
ork (1965^) ; 

(sm&mw &&zsmm®t^ mmntmm. u mmm<D<tmv> 205, (1977 

15 ¥) ; 

20 S*ll5W©«llAR*fe»»fBWOaB»^^r ? **jfi»#T»*»^tt, &*D© 

^SAR$=3-H-r^mSge^J (DNASrcfiRNA, *fSL<(iDNA) £^ 

> $10J0^IAR$3 - HT^DNA, mRNAf©RNAT*0, -*tt* 
^Tfc. — 2Mre<&«pTfc«kV>. -$iDNA, -*iRN 

ASfcteDNA : RNAO/W^'J y KT?t>«fcV*. — t>Xi ( 
BPS, TfeoTt)« 7>tt>X& (EPS, #3— Mfi) t^oTt) 
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mm^mw mp cr t^o^mi 15(7), mim\zmm<DX&$it£\ttn\zm 

5 *»^AR^3-h*nDNAtLT}i fj ADNA. -TV ADNA 

cDNA7^^7'J-, ^fiEDNA<DV>TnTfeckV>o 7< ^ 'J — fcffi/BTS 
/^f'Jt77-^ 77X5 b\ 3X5 b\ 7r-^ Ffc<i:V> 
•rn-e^oTfciVio SaCbfclffllia-»ltt«kOtotalRNA*fcttmRN 
10 A®#£P$!£Lfc <^Tfig:Reverse Transcriptase Polymerase Chain R 
eaction (JBAT> RT-P C RtetWHTTS) fccfcoTJafc-rs^fcTfTS. 
JWMSfcKt, ^iO^iAR^H - FT£DN A<h UTteU mm 

m-vmt>^n^mm^mz^xmmm^2 2 3 7 $.>\zm&isti 

tci&mmW (G2237T) , fcSWSffi^JSHt 1 T^^$nsm»IH^J^*3V>T^ 
15 2 2 3 7%b<«2 2 3 8 ©EES**?^ >»CiHtftSn, fi^SlI^ 2 6 4 

4 011*^7- >K:©&£ft£:i&ggE?>J (G2237(2238)T+A2644G) S^Wf^ 
DN A> *fe«^^SBB^Jt/WX hU >-7i>h^ffTW7'J^X 
f*JfcaSB?>J£#U *%K©^ARi:ig65lCPlOffit (#K U^>H^ 
^■fgft, *«igm?^ PSA (W3tJ3i#SWtaJ!^) flMBflMfl & £) £*rr&^ 
20 lAR^n-mDNAT^n^nc^rotfej:^, 

G2237Ti; fc&G2237 (2238) T+A2644G£ /W ^ U ^ X"Cf5 DNAt L-Tte, 

mm&&mmtf®7 o%&±. ^u<^8o%w±> l 
<«^j9o%^±, m*>ft&i<<te%)9 5 %u±<Dm~ tt&wrs«[»BB^j^ 

#f 3 D N Aft £^78 ^ £> tl^o 

If, ^U^rz.?— ' 9U— zl y# (Molecular Cloning) 2nd Edition (J. Samb 
rook et al., Cold Spring Harbor Lab. Press, 1989) \Zt?MV>JSW££\Z'<$.'D 
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mM, j!f*l<^19~2 0mMT% flMSO-TOt, l?Sl/<^6 

o~6 stc^a^^t. mz. h v v &mm*m 1 9mM-?um&m6 5"c 

^MARjl^a>RNAi!|fMW^/WyU^-rXT^^<t^T^. iRNA© 
15 ^X«^tg^PlWr^dt^"e^>&^> S^>Vi«2|s:^BJ(D^ARl5^RNA 

t<7)fflsf^ffl^bT*%Bj©^MARji^©^^iiJ • mwrz>z.£tf~e 

# & . *%HJ0DARM1RNA©1^^ nfcgH^J K*§*il$&^ U 5? ^ h\ 
Rtf #fg0J1 <D^g A R Mil R N A K7 W ^ U ^ Xt4^t*«T#45l 
^ Htt, 4#:^R^#:^T*^0^c7)^^ARjie^O^$TO • f&lfll 

20 -tz><D\zmm-v&K>, ztcffim* mzM^>m^B w ffl±Lm&) v>r> 
Hoy >&&m&& rsr > h* a y >%-omn \z&\-tz>femx «r > h d y 

mm) (Dmmxfc^vmffim^mmistizm&z&z^zf^}* (mmm 
7, 5* utr-K 5' mmmmm. jSu^^immrh 
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UW&^l'^F, XU >Xttlf 'J 5 ^>*SON - ^ U 3 -> FT*5*0 

ffi<£^< x<z>^ u * ^ u--*^ 1/-*^ wrs 

, 2 $iRNA, l*iRNA, £ : RNA/W :/'J y FT*S£ £ 
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5 HT<kV>. 

flfrSftfcgClfc (RNA, DNA) ME**nfct«0*#«fcbT«tl« 

=rx* waft's F©##fc£tatt©t><0#&tf&tis**» -emcisjtsns 

15 Jl^bT^K|f^^^S ; T^<»^nT43D. MM* J. Kawakami et al., 
Pharm TecK Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 f<£ 
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^Wjte^^^, * £ A R <D£.fon j P$Lfc*\-(DMWk £ IB V* 

CDcDNA, H$|Sbfe«fflJ^- iia*©cDNA7^^7'J- ^DNACH 

15 • ^J;DmRNAiii^^Mb^: ! b<7)SrfflViTifiitReverse Transcriptase 
Polymerase Chain Reaction (£TF, RT-PCRStiSttS) tdckoTiti|®-r 

1 ) G2237T^fcfiG2237(2238)T+A2644GSrWr^DNA(D|fP^^a@B^J$:WT ; 5 
20 DNA, £7cte (2) S««»«[*BB^Ii:/W^h'J>> ? x>h«:*#TT/W^ 

: U#>F*S'&iSte* iittifM^ PSA <ffi&I6**5rSWifi:lIO ifiBftUB) 
25 G2237T£7cteG2237 (2238) T+A2644G£ /W :/ U ^ XTt5D NAt ITU 
£ D N A& V> £ o 

^^oagSAR^fctt^au^^K oar, cne**n*%iots 
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TPCR^tCcfcoTiii|@*r^*\ *fcttit^^^^-tcm*ii^DNA** 
<0&M A R £ ^ □ - KT£ D N A WrM* "b L < N 

5 a &m v>t«si vr^h<Dt <dm ~j »j *w if- a >^<t o tsis<jt * - £ **t 

(Molecular Cloning) 2nd Edition (J. Sambrook et al., Cold Spring Harbor 
Lab. Press, 1989) fcE«fc©#fcfe&£K:fi£'3TfT& , 3 :t^?t5 0 rU 

10 5£<h/&nf#£o 

DNA(D^S@H^J©^il^ ^fcKD^y K MAfcf, Mutan™-super Express 
Km (^Jgjt (80 ) , Mutan™-K (^jgifi (80 ) ^£/BV>T> ODA-LA PCR^^G 
apped dup 1 exfife^Kunke 1 m%£0) g £ V> te^tl £ K*P D § 7? & tCfiE 

15 ^D— >-fk$nfcaSSAR*3-H-rSDNAttBWfccfct)-€-©**, 

3' ^WJtCttiaiR^lhD H>tbT0TAA. TGA£fcteTAG£^bTV> 

20 ^ — &fflUT#Jn-r "C^So 

*^0J©^AR(DB^^^-«, WAfck (-T) ^BJ©^SAR$rn- 
Ht^DNA^^BWtt'SDNASffr^OiitL', (n) ^DNABfr)t£itM$ 

25 ^^-^bTte, «f H (M, PBR322, pBR32 

5, pUC 1 2, pUC 1 3) > tt£lSltl3fe©?7*$ F (0U PUB 1 1 0, 
PTP5, pC19 4) , if ft*^77^ F (M. PSH1 9, pSHl 5) 

, A77-^tWf , Jt77-y« uho£-r;i/x, 7^->-Tr>-r;wx 

, n*^uV^ )V7.teE<DmmV'i )V7,t££<DQ!L. pAl-11, pXTl, p 
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Rc/CMV, pRc/RSV, p c DNA I /N e o&^ffll^ns. 

4tUTfflV^«^t SRayo^-, SV4 0^D€-^-, LTR^ 
5 Dt-^-> CMV^Pt-^- HS V-TK^O^E-* — UZtf&tf *>tl2> 

o 

cine>©5^> CMVynt-^-, SRaynt-^-^t'^t^O^ 
i;L^„ ?t±^Xyx'J t7MT*^i^fl trp^Dt-^- lac:/ 
Pt-^- recAynt-^- AP^Dt-^, 1 pp^ot-^- 
io teZifi* i9£*VWP*JSraT!<&s»'&tt, SPOi^nt-^- SP0 2:/ 
Dt-^-, penPyot-^-^^ 1li^ST^§I^«> PH0 5:/ 
D^E-^-, PGK^O^-^- GAP/P^-^- ADH^Pt-^ 

*f+)V. #UA#JP^^;^ 1^-*-, SV40tt»t'J^> (£TF> s 
V4 0 o r i £BPrr&J®-&:^&£>) &££^WbW£fc<7)£JIH^££7&n? 

Jte^ C^Vh^t-h (MTX) WtSiO , T>lf-> 

-fig^ CBTF, Neo r t»Smi«§. G4 18K) ^&tf£*l£o 
CHO (dhf r") «fflia*ffl^Td h f r jte^&S^T-^-tUT 

25 KttiJDTSo im->x'Jt7HT^5i^ll PhoA — >^;USB^"J, Omp 

MFa • ^>^;US2^J> SUC 2 • -y^±)VUnt^E. 0±7»#*MT&£« 
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IyxUk7iI©I^litTH lyiUtTOU (Escherichia col i 
) K12-DH1 t7u~/—i?>ifX • *y • If ■ -fisa-rfr ' X#5^- • * 

. +r^x>WX • :3"X • If • 3.—XXX— (Proc. Natl. Acad. Sci. US 
A) , 6 0#, 160(196 8)], JM103 C**f Vv2 ■ 7->yX- U 
10 U— (Nucleic Acids Research) , 9#, 309(1981)3, JA221 

• ^-y • ^V^c^l'v— • /Wtoi/- (Journal of Molecular Bio 
logy) J , 1 2 0#, 5 1 7 (1 9 7 8)] , HB 1 0 1 • IT? • * 

l/^a7-'AWtay- 4 1t, 4 5 9 (1 9 6 9)], C6 0 0 C>>x*"r 
4v97s (Genetics) , 3 9#, 44 0 (1 9 5 4)] Jft^fflV»6n5. 
15 ;WI/XJRM£LTtt, 0JAfc£, A*fM • Xt/^X (Bacillus subtilis 
) MI 1 1 4 (>>->, 2 4#, 255(198 3)], 207-21 C^i—^- 
;i/ • • AWt^5X h U— (Journal of Biochemistry) , 9 5#, 8 7(1 

9 8 4)] UE-hm^tl^o 
MMtVTIZ* WXlt. -iJ-y^DV'-r-feX -fel/k^X (Saccharomyces cere 
20 visiae) AH 2 2, AH 2 2 R~, NA8 7-1 1 A, DKD-5D, 20B- 
1 2, y'/lry^D^'ftT, #>^< (Schizosaccharomyces pombe) NCYC 
1913, NCYC2 0 3 6, tf^rT AXhUX (Pichia pastor is) 

25 3fetfefb*ffll& (Spodoptera frugiperda cell ; S f 1013) > Trichoplusia nitf)* 
m^^<OUG IBM. Trichoplusia ni<£>0F*3fc<£>High Five™ fcfflflS, Mamestra 
brassicaeSl&<MJ!££fcteEstigniena &cre&&5k<DMffofc£rfm^ e>n&. # 
-fJW^BmNPV©i^t gfi*«cft;iWIIS (Bombyx mori N; BmNW) 

te£tfim^*>nz>o ms iMMtvTte, mxj&s s f 9mm. (atcc crlhid 
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, S f 2 imm (EU:> Vaughn, J.L. £k -f > * tf-f # (In Vivo) ,13, 213-21 
7, (1977)) Sl^fflV^nS. 

(Nature) , 3 15t, 5 9 2 (1 9 8 5))- 

S&«MM&£UTfcJ:* m?L.\Z. itj«COS-7, Vero, ^^f"-XAA 
X^-ilfflli&CHO OKAT, CHO«£W&fE) , dh f r ite^XJt^ W x- 
XAA^^-WCHO (OT, CHO (dhf r ") tt^B&IB) , 
ffljfe, 7WAtT-20, 7-57^XD-7«, 7^hGH3, thFL^ffl 

• ^a^u • t^t^— • ^-y • 1MX>SM X • =r ^ • it* • x— xxx— ( 

Proc. Natl. Acad. Sci. USA) , 6 9#, 2 1 1 0(1 9 7 2)^-> (Gen 
e) , 17#, 1 0 7 (1 9 8 2)UZ\Ztm.<D^mz'&^TftUo Z.£tf~?%Z> 

o 

;i/ • >*x^5V (Molecular & General Genetics) , 1 6 8#, 1 1 1 ( 

1 9 7 9 ) Is. E\zUM(nj3mz.'&-iX'rtt£ 5 £ 

BHS£«JHEtftT3K:tt» #JAfc£> ^yVX • ■ X >tf ^ n >>- (Meth 
ods in Enzymology) , 1 9 4#, 182-187 (1 99 1) , 7d~>- >*> 
£fX if • ^->3±;U • 7#5r$- ♦ • WI>WX- • if • 

n— XXX- (Proc. Natl. Acad. Sci. USA), 7 5t, 1929(1978 

o/Technology) ,6, 47-55 (1988) UE^m.ttmzffi.-oXftte O Z. 

o 

263-267 (1995) (^jUittfgfT) , ^POy- (Virology 
), 5 2#, 4 5 6 (1 9 7 3) »C|Bic©^^oTfT^^ ^ t^T?#^>. 
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5 . mtf, f+xhux -Bjm&mm. ->3*fc£. ^mmtvx 

y®?Sr^M9J§itfe (Miller) , • - X^X^U J* >^ 

• -f> • €1/^17- • yx^f-f (Journal of Experiments in Molecu 

lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 
15 1 9 7 2] 7&W*bVi. Z^\Z&mz&V7u^-?-&$}m<£<Mfr1±Z>fzSb 

m^ifi^)vxmm<Dm^ mmtmnsm 3 0 ~ 4 0 tt^ 6-24 n^frfc 

(Burkholder) CBostian, K. L. yuy-y>^X-t 

-j . +f . ^-> 3 ^-;p ♦ 7*5*5— • • 1MX>WX • ^ • if • = L — xx 

X- (Proc. Natl. Acad. Sci. USA) , 7 7i, 4 5 0 5 (1 9 8 0)3 ^0. 
25 5%^3lf^y^^^-r^SDi^ifi (Bitter, G. A. yPy-y^X-t 
7 • If • tyatib • 7#x5 — • ^ • 1MX>WX • • if • 3— XX 
X- (Proc. Natl. Acad. Sci. USA) , 8 1i, 5 3 3 0 (1 9 8 4) ) ^ 

■C-3 5*CT*92 4-7 2P#WfTfc^ ^S^CTffl^jJW&tP**- 
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ace's Insect Medium (Grace, T. C. C. , (Nature) ,195,788(1962)) 
i©pH(iU6. 2-6. 4\ZM&TZ><DJ)m&ls^ igalteiiTO 2 7 

ii»lHT$5MW«t5^, i&lft£LTWu &J5 
~2 0 ^CDJ&IE^lfoM^tfMEMi&Jt!! (/tMX>X (Science) , 12 2#, 
5 0 1 (1 9 5 2)3 , DMEMigl (^OOy- (Virology) , 8#, 3 96 
(1 9 5 9)) , RPMI 1 6 4 Oigilil C>?^-^ • *y • it* • 7*U#> • 
10 ^T'f*^ , 7V>'X-> / 3> (The Journal of the American Medical Associ 
ation) 19 9#, 5 1 9 (1 9 6 7)3, 1 9 9&M is-V>>f • • 
•tf • V-y-'f Xx-f • • "tf • ^ yfTU^iDV • X> (Proceeding of 

the Society for the Biological Medicine) , 7 3#, 1 (1 9 5 0)] 
fflV^n^o pHte^6~8T&£<Z>/W2"bV^ ig^tejI?£$J 3 0"C~4 OX: 

15 tjkii 5~6 oraffifrfcv^ &mzffcCT%k% J $>Wfc&iax.z>o 

u^-A^zsy^rc\m^mmu^iz^xm^^^mm^mmvrc<D 
m^m^^M\z^^^m<D^mAR(DmMmm^n^my3i^^mMm 

25 X- 1 0 0™^^^®«tt^J^*nT^Tt)J:V^ ^*^4>(C*^B^<7)^ 

*fflIfc£±?if££#ltlIU ±«£*a6&. 
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•fe-f ft £ K: «fc 9 $1 a£T <5 ili^Tf 5. 

8 2 & j:^<Difi^(D^T s y a y BfcE^'&tK*:/?- f#W£ 

#^7 4 6(DhUyh^T>^P-T v>fcb<fc^>X^>Kfi#l2nfc7$/ 
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w&m (W746LCO) tm-hVKumnmzm—fDy^ymnm^^-r^B 
T882A) tm-%i<<fe^nwizm-<D7$;Mm^^T%m&n&rc\z't 

5 (D&£§gJSL&^#:T&3. #f§BJ©£ ZlZftHDVimt. T882A£ M-t> b < 
W746L(C) tRI— t>b<tt^EKWlcRI— ©T5/ttEW*'&* - r*«eK* 

10 

LT&cfcHo & WSI# 2 ~ 6 M&K 1 IsPf ft2~l OHI^Mf^n^o 

-Y^*- (Nature), 2 5 6t, 4 9 5 K ( 1 9 7 5 3 ^^^JST^ d £ 
tt^dEiUMtbTtt* 0H*-fc£. #'JXfl/>^U3-;V (PEG) 
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#itSTO<hbT«, NS-1, P3UL SP2/0ft£j&<*tf'5 

naa«, P3ui«t<ffl^e>n5. fflt>&nsta#^«M& (jmribiisd 

t!c<h#Mffi»iC<h(D$f^UVilt^«l : 1-2 0 : ltgT^O. PEG W 
£ b < te, PEG1000-PEG6000) *U 0-8 0 %U&<Dm8tVfflX\ 
5 $n, ^J20~40r, »^b<«^J3 0-3 7T:T8J1~1 0»W-f>*a^ 

20 MX.\S* 1-2 0%, ^L<(ilO~2 0%(D™M^tfRPM 

i i 6 40 mm. i~i o %©«r«LfiS£^t?G i rmm mytumum ( 

#0 ) Sfctt/W^J F-^fc*ffl*«JliLi1tJ&ifi (SFM- 10 1, B*M^ «* 
) ) il^2 0~4 0 < C, $?£b<te£j 

3 7ras. J&*sraw:» ii#5B-3j!r*i tff^v<izimm-2mmx-$> 
(b) ty^ui-~)m^<Dmm 
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js, mmmm. (m. deae) \z&z>m.mm. mm>b&> ? 

m$LWfo & fust? z>tci&\zm^t>nz> fumm £ * u r -m a « £ ©ja^ 

^feW^^O^it^T^^-tirTfecfcV^ 09*fc£ ^Jflilf TJl^ >, 
7 P T-> 1 fc*fU $50.1-20, $f^b<«^l~5©fiJ-&T^^;U^-&^)^ 

a^raa 2 - 6 mmz 1 0fo, tH$3~i omn&ftt&oz.t&^z* 
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<2>. 

tt^OlXf Mfctt^©IS3 - FtSDN AH (1) *56HiO3ESAR0 

ia»»sic«to*s^n#s^s©^B&*«fcy : /*fe«^»J» (2) new 

BERK (3) *»^©|gSAR<Df6^**^$*S^%*fctt"5-©^©^^ 

u-->^^> (4) &mw<D^AR<Dmmm&mk£ j &2>4k&<y>}&^'T 

>tfjjtik. (6) *f6^<z>^||ARtU^>HiiOje'&tt£3B'fl:$ii:*'ffc'& < » < 

, (7) *55w©agSAR©3t», (8) *&mo$ift&ttTzmm* (9) 

7>ft>7DNA^ft5EE (10) DNAte£tM&©f!s|lfc£K:JBV* 
Z>Z\£&X%Z>. 

NAtWHB-r*»^»*) *i^*5gi©^SARW5^ (^T. #56 
(1) 2jcf6W©*SAR©iS*J»Stc«kD&#$n#S^S©^l»*«fc^/Sfc 

M5b*fcl/< li^07to^7 rf- X h <h VXftm-T Z> Z. t S«fttt5. 
fl&5£JR«TttAR©sM»#^ 

iSSjfc^aES-frs ji t k j; o , tar > h py >a«tt«aiiBia©«wi*«'«9T a 
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io ffivtzmu xy'vinu xu+yj^j, v-r ^atj^±)vmta^ti,xmnm 

ARmrciz©*mw<DDNA&&m¥mzm&znz&m(Dmte.. w&m. mm 
15 izm^n^mmmmmxmm'r^zLtiz^xmmir^z.t^x^^. 

b\zm%<D&?t£mwfefc*^-?z>z\t.ifix%z>o &M(Dr£&<Dmmmj&y9i* 
m^^t^mm^rzitmm^^^t^mnfDmmnmiz^xm^'r^^t 
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, *-f^*>tt»iBfllttffll (M> *UV;K-h8 0™, HCO-5 0) 

5 .kVi. 

±fB^B& • IHM», «A.tf, ttffffll U >S?Iii^- «* 

tK 77K ty>>, -r^, 

15 DUftfcta**** iPS4©i^. -flSWWJAfcf, «&# (60kgtLT) 
{C&^Tte, — Bt^^O. lrng— 1 0 Omg, tft$lV<\tmi. 0~5 0 

, 09iLto£ &ttjTOBTi«S#l;lk£, *«# (60kgtlt) KSttvctt, 
20 — BICO^^O. 0 1~3 0mg@E ^Kli*?l0. 1 ~ 2 Omgg^. J; 
0*f?£U<tei&0. 1-1 Omgmm&mm&tt\Z&V)&i*?Z><Dl)W®&'V& 

mmt&zofi* ma^^ms, —tstrnzm^t. (60kgtit) k 

25 ^Tit -Bi:o^0. lmg-lOOmg, ffSKtt^l. 0~50m 

0iJAfc?, ait3W©3#Ttta#0!IA^ (6 0kgtbT) fc^Ttt, — 

BK^#8lO. 0 1~3 OmglS^ $?£b<tei&0. l-2 0mgSE ckO 
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pf&V<\$W0. 1-1 OmgSfl§iiaitf:ctOS4t§0M^S5 

o momvoomG** 6 o k g at o c^f c t^Tt 

(2) m^Bmm 

5 fcK yyb, \lVz?. 79. V=s. -Y*, +J-;i/&<i:) \z&ttZ> 

SAR^3- Ht-5DNA*fc(imRNA (IP*», IE3?ARitfc^£ 

10 ^^ODNA^fflV^lMG^Wt 0fl*.fc£ e#£tfB©/-1f>A 
-f^U^f— >a>^PCR-SSCPj£ (yySy^7> (Genomics) , ^5 
#,8 7 4-8 7 91 (1 9 8 9¥) , ^D5/— S^>^X • • If ■ ^"'>3^ 
;l/ • 7*f$- • • •y-fl>H,X • • a-!7X- (Proceedings of 
the National Academy of Sciences of the United States of America) , 

15 8 6t, 2 7 6 6-2 7 7 OH (1 9 8 9¥) ) fc£fc£'D*Mrr* 

( 3 ) ^ssshosss a r (Dmmm&mt2-&2>ik&ya<Dx ? v—~> 

20 -rtzte^KWU. WX.\t* (i) #fcb*t?UBrf& 5yK 

„ tys?, -f*, ©(DifiL^ <di« 

#§^e>mnibfcm^ ! bb<M^ go »Rte«i#*^*n**«w 

25 *l8iOfMAR©mRNAi©i)|ttA«:Mi:tt£ilTO<);5l:tTff3a:5. 

$j (0ii^^ ^-tr^ kys?, ^->* -r^> 
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^laDiW^mRNA^itm, #Jx.fc£TaqMan PCR&<i:<D^££:fflV>3 
5 (ii) *^©^SAR$%it5fI15MSfc^^^AR$^Ib 

*&w<D&&AR(Dftmm&mkts&%it&M(Dx?v--~>?fc, 

( i ) mi%AR&zwt*&w<D&§kAR*mm?%m®,&^-?z>#t hm%m 

^L2 4B#r«, 0?i;b<te3 0#ffi&V>bl 2R#|H1i!fN <fc L< 1 POT 

M^v^6^r«) bv<te-femmwi u 05M£&v>b3 b&> »su<«i 

&%\,mwmmxhux£mm\zmmk&w*& j i'is. a^i-SR^iM ( 

mm^is2 4mmm , »§^$n§^^ofiAR©mRNAi^i 

(i i) j&nfcWkfa%.rz.u*$£w<DmgiA r si^-r z>mti ^-t^mmm^n 
mz&\,^m^&mzfam\L&m*^M*\zu&is^* -imm^mut (ih« 

b«) , mMn&&fc&rz\z*&w<DmmAR&&mTzmti&m?zm®Mfa 

Ct$n5^iOtIAR©mRNAl^i, fl?#Tf £ DfT&5 31 
) *5m<D&mAR<D^m*m\\-£ J &Z>Z\£\Z&K). *3fifl©«ftAR4^f 

3i£ its (d) i a r ©^lisi^ ^ts^^iao, m 
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«ft^il/Ttt, ^y^H> *>/\°^ Kttfls-&*K 
^ o x ^ 

io fi-MlJtbxtffltfeSo 

15 z<D&5\z\sTnznzmm\t&£'vi&m&'c$>2>e>T\ mum® i 

W^Ltf, UK 9yK ty5>, 

iz£K>mmfo&z>t)K mn^cDm^. -mmzmz.^ (6 0kg<tb 

20 T) lC43^Tte, — BfcOg*9 0. 1~1 0 Omg, i; b < 1 . 0~5 0 
mg> <fc«92?£b<fcd$l. 0 — 2 0mg"CJ&5. #gPWilS4t§«^«, 

. WX\X. aSt^JO^TMCTJAfri, JgJg# (6 0kg<hLT) \Z^X\t. 
— R\Z-z>%mo. 0 1~3 0mgm Vf3iV<\Zmo. l~2 0mggi, <t 
25 D$?£b<teif$J0. 1-1 0mgSflE*#J»SElttCcfct)t9!#-r*©*WI»^"r* 
flB©»*©«^t>, 6 0 k g%tzDiztimisfcm&& I 3'~$~Z>Z\ttfT»%2> 0 
(4) *^BJ(D^ARCD^»*^b^i±§^^^^rT§6-@^C»™ 
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^>##?¥te©«£ (#1 : ffiftlfiHBfc£) £>^B£ • *&*8d£ UTfflt>S 

10 •McT&fc^T&S. 

ftU Xf7U >KT^y^A®J:5iS:Mi, vat, R**fctt*y*U> 

-;W , #^*>tt#®flH4»J (#J* #'JVJK-h8 0™. HCO-5 0) 
25 fc££0MBbTfc«fctr>. UTte, ^fft, *S?tfl&£>*ffl V> £ 

±KTO • «&«Wtt» ^«3J <«Atf, U ft» 
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z<D£v\zvT'&zn%mm$&^i&n&^&z>v>~?> mum® ( 

5 th, ^-tt*, ty>?, -f*> tw^) 

T) K*5V>T», — BiZ-D^mO. 1~1 0 Omg, iff *U < tett 1 . 0-5 0 
10 mg, J;D$f*U<«^l. 0~2 OmgT?*S. #«PW^18:#-rs»^tt, 

-B\Z~D%mo. 0 1~3 0mgm l?*l<ttl?)0. l~2 0mgm i 

vm3tv<temo. i~i omgg^&»iRai*fc«fco«#'rs©*«»»^» 

15 -So m<DW}W<DM&&. 6 0 kg^^D^^bfc»^#T^>^<i:^T#^o 
(5) *»W©*ftAR i U 3tl> F t©tS^ttS«ftS*«ft^« (73~Xb 

20 ^BKDfMARtO^tt^^tl.^ (0J;tfc£> ^y^H, MBit, # 
U — — > -Sit # -5 o 

25 ^fc>*$>£* ^BjCD^AR^-T^Td'-T. h) , (□) ii8S»ffitS:f 
L&Wffc^ (Vvfofl)*, *5g^©^SAR»C*fr*T>^^—Xh) > (A) 
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&mW£>X?V-~>'yj5&fc&^X\*. (i) £ (ii) <DM&\Z&tfZ>. M 

wi£-rz>o 

#>F<D^IIARlCttT3iSS^»£$J£U ttm-Z>Z£*WWL£t2>VX> 

m^t^^mmo^A r £#wr (tSA r zmmvmzmj] &w-r 

zm&m&mfev, &i&?&z£*ftWi£^& i )x>\ i £*mw<D&mARL<D 
me>& s^b £ s <b^^» £ x ^ u > ttfe » 

«**fg^©DNA*^W«^Ktelft#:*«ftt , rSC:^fc«koT«2SLfe*» 

m o&mA r \zmmz-&tcm& vz> , «g* u & n # > k ©^iia r c^rr 

<§>#«93(BgSAR£«tt<br*fc^fc (0!l7t«, 7>Hoy>*fctt^*^ 

W (fSAR^Uf-S^^ftSidWMa K&ttS-frfc*^*!:. 
#fgBJ ©ISA R Sr^^b-T ftft^**itfltt»fl;^« **mW <D$£BkA R 



WO 03/102188 ^^PCT/JP03/06942 

45 

&\z&rtz>. u±y°^-^vrcmmnm^ mmmmm^ psa 

5 T£. 

a ^m^mm^m $kMm~cmm? % ^ t \z £ o tf u ? z. £ £ b i* , a t -r 

Hf^DNA^^^ffitiDNA^fflV^n^)^ L*> 

V^o #%BJ1(£>AR£P- Ft-3DNAI&rJt£#£iM^«K:^AU ^n*>%%} 
15 ^cfc<^^"&^/!:^tC«, ^DNA8r#-£M&£?f££:-r 5A'+aD^;i/X 
tcST^^^^^^^f^X (nuclear polyhedrosis virus ; NPV) ©^>J^\ 

Ku>yp ; t— ^— , sv4oa*©7 p D ; e-^- i/ho^Ko^Dt- 

^T^5„ XiSK [Nambi, P. <b, *f - • *7 - M*Ui?*i 

^•nXh'J- (J. Biol. Chem.) , 267#, 19555-19559K, 1992^] \ZMWl<D 
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&S£SAR£^T£»lll&*C9£&AR©Stt» liffllfe^fcD 1 0 3 ~1 0 8 
5 #^?fc££>#W£b<, 1 0 5 ~1 0 7 ^T^^©*WIT$5. 5S 

3S«Hjia**©ARH^, *fctt-tntpi*©»tt&W"r*aift^ffi^SARH 

15 *«tt^^Sr^-r. 

^>H7tp^k^t'^ffl^e>n5. aiai* c 3 hd , c i25 n , c i4 c 

->^igbfe/1y7 7 — C«»rS3li:»-«fc0i5SAR«Jft*8lilTS. /ty 
7 pH4~10 (SSKttpH6~8) £> 'J >i?A*^ 7 7-> MJ 

T?»ntfv>mT*>£v>. #»w»»^tft«st*i«"p. chaps 

25 , Tween-8 0™ C/£3E- 7 b ^X*±) , 5*¥h~>* y s tt5s3l'—b 

6 4 (^^Hw^maa) . ^7^*^>t£E(D7uTT--vmmm*m\\Tz> 

Z\ <h O.Olml-lOml ©RU-fe^-iSJfcK:, -5£S (500 
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0 c pm~5 0 0 0 0 0 c pm) (D^Vfc U #> F£8sinU IrJ^^IO" 4 
M~l 0" l0 M(D^>fb^^^^1i-^ o #4#&W*£^S (NSB) £*D£fc 

^£5 0^ MSL<te&>4 < Cfr£3 7t:T, £}2 0^6>2 4Hm M£b< 

>h(B 0 ) ^e>##MW^» (NSB) £§IV>£:#^>b (B 0 -NSB) £ 
lOOXtlfc^ (B-NSB) 5 

20 Tyir-f SffttoTt>J;V». 
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5 1. MV—~>#mUM 

Hanks' Balanced Salt Solution WJziQWD \Z, 0 . 0 5 %<D? yif T)V 

10 HiiUTfe^K 

/ftTiRlftU 3 7*C, 5%C0 2 , 9 5% a i rt2 Uffli&^hfzhtD. 

15 mi£<z> c 3 h] , c i25 n » c l4 c] , c 35 s) a^«*ufcDHT ^ 

0 1 2 Ttffim^ffl ~?V— h (CTmft b &#3SlJI3 H A R^m C H 0*tt£, 

mfemmmm 1 m 1 t 2 in&#L>fc^ 490M ^^B^w^^^n*. 

25 (2)1 0" 3 ~1 0- 10 M©«^tl^5 At 1 MXtcWi. ii'J^>H^5tf 
(DttiiQlZ 1 O- 3 M0'J^>H^5y 1 MXT#>< a 

•J#>F£0.2N NaOH — 1%SDS Tffiffi L> , 4mlOlfr»fl/- 
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U Percent Maximum Binding (PMB) &#.<D& C^Cl] T^J63o 
Cffcl) 



PMB : Percent Maximum Binding 

B : WifcZHnttmom 

NSB : Non-specific Binding (##MW*p-aS) 

B 0 : 

<ft^#J * «^ U # > h* £ *5£W ©ISA R t <D%£&®. £ ii 3 f£ 

14 (^j*.^ mmmm^. psam^^) ^tt^ib^i (v^^s, ^ 

0J<»MAR£<D^#£m!rrS{l^#K (~) >J#>K£#3!?J3<£> 

^mARtvffe&tizm'pz^z \t^mx & z> » 

20 ^KD-fb^TfeoTfeckVio 

*mW<D^AR\Ztt-TZ>7 r >?3-7. hit, ^HJeD^ARKttT^Utf 

>H (7>KP^» (tf^j;^^H> :7;i/^5 F&£<Z)-2B 

py>#Nfe#& (^7>KP^3Jffi45xtt) 0> #^ffr5i^^l^ • ?&^Ji 
25 UTfffl-e*?), 

u^>Hi^Bj©^MAR<h^^^^^^-fr^>^#i^ ^mo^m 



5 



PMB= [ (B-NSB) / (B„-NSB) ] X100 
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mm. • mm?*?- ±flaLfc**^©aEaAR€*gr*-rsE 

#J;U£, th, 77h« tflMr, tiy^, -fp?, 1*;l/&<i:) 

10 f'J;D^«$>^^ 1PS4©^, — ^{C^J^ti, 3gJg# (6 0kg£L 
T) lC*3V>Tte; -Ht:^0. l~100mg, £?£b<te£U. 0 — 5 0 
mg, J;0$?Sb<«^Jl. 0~2 0mgm ^JKPWtefi^Ta^rau 

15 — UlZ-oZmo. 0 1~3 0mgg^ IfSKtt^O. l~2 0mggE i; 

z> 0 m<om^s<Dm^th. 6 o kemitv\zmn.i,itm&& j 3-ir&z. z>o 

20 ^BJ05^MARf^T^>T>^^X 2fc^BJ©^AR{c:*f-rSU^ 

>K (7>h*py» ^cfc^rrf-xh (t**;i/^^h\ Fft£o>— SB 

oy>#ft#tt <#E7>KPy>8H6#ttt) #tcM3iMcD^-^»J<t 

25 ^T»»Ht-r5 
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mmmtsi z&mms. mzmm £ & & zomftommmmizm-o xi^ts - 1 
-;w . ft'f^y&Rwm&M m. ^uvm-fso™, hco-so) 

Sfc, ±IB^B& • f&#»J«* fllAtf, &8f$J (0H*.fc£ U >&i&^»&, @£S$ 

25 ) , &#3J (mah ^>v?;ut;i/p-;p. :7x/-;u&<!f) , mitm±mta^ 

z<D&5\zVT&$nzmmz&±'e&&&'v& pff^sb4H ( 
M*.fc£> tK yyb. ty^ i**, -tf-^&t") 
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T) iC&ViTte. -Bl:^»fl?)0. l~10 0mg, tff&V<U1fal . 0-50 
mg) £t)fti£L<\Z®l. 0~2 0mgt^. imnm\Z®^-f 

-Bt^i^jO. 0 1-3 0mggl »^b<«^J0. l~2 0mggg, «t 
9$?i:L<te&jO. 1-1 OmggfSSr^mattlCtOa^-rsO^fP'&T* 
5. fl&©»4&©*£*>* 6 0 kgSfcDtC^bfe*^#t-SJlt^#S. 
10 (7) *^i«fSAR©tI 

* ©;*:$89i©&£ A R ©^ft, > M y 

15 u fcs»ftsnfc*f8« o^sa r ©tij^ & jRijrr s z.£&&m t t ***** 

(i i) ***tm#±fc^»^bfe*»WOtt^ J:^S»fb$nfc*!«W©Si 
^S^i&»*ti"**** , t , ©*5BW©**AR«)»feS:*l«'r*. 

20 ^^©agSAR^-rs^y^p— ^stft (jbat, ^o^y^o-t 
»*sftfi#icj:**msfT3Q:5citt>T**. £ns©BWKtt» *#shhe-© 

fc©*cJBVvcb«fc<, ia#:^©F(ab , ) 2 , Fab', »5lf»f4Fab 

H#*/SV>Tfc<fcV>. *«9!©*»ARfc#T*tt#*Jfl^*»£*raU 
25 HlSnS^trfcWTfcifc^ feiSUt** ©trtfCfi (#IAfcf. ISARi) fdtfJfc 
UfcSvfc, t^feL/< tttt#-miR*^#©»*^W*fctt«aW#ia!»CJ: 0 

*itiu ^n&i^ji©^^^*^*^^^^^^****^^*^^ 
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.PCT/JP03/06942 



53 



c l25 n> c i3i n, , c i4 c] uEtm^znzo ±c» 

m-Vh^o m&tiVTit, T^h7>, -fe^D-Xte 

(i^j^) . zz\zmmk\^tc*%w<D^;2u-^)Vfaw*frfoz 
mfrizntsL-DTb. $.tz. mmzftt£^Tb^Lmr$&-?t>LTftt < ii-DTh& 
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^sjso^tiiM^CF) tm&tm&vtcmmvim. (b) ( 

^te£fg rtf*ft&a£&j <Sfi3JK) (KWK, BBfd6 2¥5fifr) » r>y 
^X-O'X^ytyy- (Methods in ENZYMOLOGY) J Vol. 70 (Immunochem 
ical Techniques (Part A)), Vol. 73 (Immunochemical Techniques (Part B 

))» Vol. 74(Immunochemical Techniques (Part C))> IH* Vol. 84(Immu 
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nochemical Techniques (Par t D:Selected Immunoassays)), |WJ# Vol. 92(Immu 
nochemical Techniques (Par t E:Monoclonal Antibodies and General Immunoass 
ay Methods)), IHH Vol. 121 (Immunochemical Techniques (Part I:HybridomaT 
echnology and Monoclonal Antibodies)) OBA±, Ttl'rS. v2~?V7j&5tfT)1Z 

5 a*m . 

A R (DtfctB, «EtftffiIilgl*l tC^3tt^*%HJ©^MA R £Wc#>t;H£ 
15 fflt^Ii^^, 

(8) #»9!©tt#«r&*rrsEI! 

*i^©^a r ic*r-r zmmtm-r z^zsm vmmA r £*r-r & <t 

WU *^H^o^SAR©M#TSi^»J^«^fgtt<kTS^tt*lc'*"rs. 
tot, ^#3W?n«tt£Wf ^MAR©M#-T§«DWM^14 

25 fe^jf^^JS^Emm^tUT, hh££«W?LIM& (M, 7*> h, ^-9"^ 

ks-tt* s. Mmmm* &#;u-h& 
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, $?£b<te0. 1-1 Omg/kgMSS, $^>(C$f^b<«0. 1 — 5mg 

/kg^isi^ iBi~5iHie^ #?£b<tei a i~3iHi@^ naif 

5 TifSLTfc.fcV*. 

^fgajcDtrt&te. ^ng#:£fcfcmilfcEm&J&%£ bTft-S-'TS Z. t.ifiX^ 

%o ±m&*\zm^*>ti%>mm®.!8,m^ ±mitrziz^<Dm.tmm¥mzn®-2 
nm^w* mwimhv<\t.mmmt^tsh<Dx-$>^o ^^sa^^, asp 
^tz\t4¥mn^\zmt^mmtvxmm^n^o 
io -r&t?*., ^j^.^ ^p^#©fcfe<Dm^#i<i:bT^> ffifc%Lfz\zm&<D#i]& 
* mfcmiz\zmm m&&* ^^;i/An-^^>^sr^) , »m 

tf&tfzn&o frfr%mf&m*&fc'£®<D^mz&^Tmm-zn. m\ftm\z& 

15 , immomfc mmmtvxu* a«s, ta^a,, rmf, ^f7u>^^ 

4¥mo^<DTztb(Dm.mtvxu. mx\%* mm* m\?s.£&m^z>n, 
mmmzmmmu &T&m\* ^&mm* mmtzmi* ^mmMmm<D 
mmz^-rzo frfrz&umte* &fo / £ft<Dj3mz'&^x. mz.^* ±mtK& 
20 ^rM^(Dm.^mnmm\izm^^n^mm(D7K^hv<itm^mizmm. mm 
&tz\$$ufrtz>z:£\z£ixMmt2>o &mm<D7kvtm£vxte, mx.u* %m 

mz.lt* 7)V1-)V (M* x.?/-)l) * ^)7)Vn-)V W* rfu\LV 

25 h80, HCO-5 0 (polyoxyethylene (5 0mol) adduct of hydrogenat 

ed castor oil) ] 1s.Et&m btfc ifttttt^LTtt, =fV?ft, 
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xtt, ftsw. 3*l3W. attaj (7>7°;u) , mitzztf&mzn. * 

5 n*n©sai¥fi«!»sfcoa*5'-5oomg, tK>t>w&%nmt5~i o 

Omg, fOlClftttl 0-2 5 0 m g ©ilSfet^^W £ n W 5 £ <h # 
10 (9) 7>ft>XDNASMtSEI 

i7>rt>XDNAH m^tt^43tt-6*%BJcODNA(7)#ft 

25 ^^ifeT^^o 

(10) DNAWU 

#fg0J«, ^3fettO*56W©«SARSn-H-r*DNA (JBTF, 
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(1) *58WO^*ttDNA&^r-r*#t hmLW}®. 

(2) #khPfi?LI&«J**yy«»»tf*SSI <l)IBtt©lM&. 

(3) y>ytlW7^^tfca7 7 ht^5^ (2) fa«c©ft$K 

(4) #$693©*V3fettDNA££WU i*&lM&fc:*5V>T!fc:gl/ 5 Stfltft*.^ 
5 ^-»T5fe©T'J55. 

*»K©n*i4DNA&Wr-&*bM«?Lifr«& (&~F> *f!iODNAi|g$i 

^£i:^bT> *?£L<toi, #h MW3Uft*©38fefc*^*K»*©aHI (3£ 

15 £n£M£±}&©E^M^ 

o «ihj © d n Am&mm ^m-r & d 1 t> & . 

20 .liOWmx (#Jx.fcL M^tbT, C5 7 

BL/6m DBA2^Hifc£* B 6 C 3 F BDF 1 

$ft&, B6D2F i m^, BALB/cli, ICR?6M&<*:) *£fc*7yh ( 
0d*fcr, Wi s t a r, SDfc£) 

25 _tfEcD#k hnfMMM&Otefck h^Wtf^ns. 

*^BJCDn^DNAt«, #k hPi?L®J#»^**WbTV^^SARjie^F 
-T?to*&<, V>ofc^?LIM&a>£¥ffli * fflffi£ftfc#3fc93<BDNA£^-3. 
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©d n a &m%m-r z> d n A«g^pii?L«i«j*f^wrs c &<> 

15 ±|B(DDNA7T!^gii^T^^yP ; t-^-tLT«> #J;U£> (Dtf-OK* ( 

m. v-aT>^7-r;wx, h Ji'** ^eox— mfomv-i jc 

>im&£ZSl I^, ^^U^^AMPfe#^>Ai7K+7 x ---ti/3 Ilt^x 

25 AfUm^lS^ rt&Hry^-^P'»*^*— fef (-ISfCT i e 2 tTfoZtlZ) 
, ^-hU^A7JU^AT7ry-»3 V>mmm (Na, K-ATPase) , 
^^>h@m. ;*^O^rt*<> I43«fctf I I A, ^D^D?^ 
t-t*m^>kh'^ MHC^T. IfeiJiC (H-2L) , H-ras, W 

k-/s*>/3- (TPO) , 
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y^HM^ftH^la (EF-la) , /3 7^>> a&£l$& ^ tv>l®, 
$*5/>1&&l&&Zf2* 5xU>£«* fa^nyux Thy- 

1, M^D^UX H^nj^ (VNP) , jfamT^n'T HP3>*-.*>h 

gfla (EF-la) ^-/P^E-^-, t h'J ^^f^nt 

&n*tftT>Hoy>#J»tfttt««ffllS1**^m»bfcDNAck0yyADNACD 
®^^<fcDIH»Snfcffl1iDNA*Jg^tLT3t#-r*Jli:* t tfi**- 
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5 «krW*«JI6©±TK:*58W©^*ttDNA*#ra^t #fSE©fl- 

^DN A§tt§<k5 (3 ilft-TS e 
10 ^K©^ttDNA*tt5*h hWL»«&«, *»W©^*ttDNA*« 
582SS-&&nT*0, rtfiEtt©iESDNA©«lli*ia**rSIlttC«fcO*J»W^ 
IE^AR©^tg^ttM^fS^<i:^:^ £ 0 , *:<Dffim : E'r)lW}%lLlsTffl 

15 *5«fcrXC©^S©^B6 • ^^©^f^firte? ^^^pJ^T^^o 

£fc, *^HJ(DDNA^lft#J©^-©ft&©^Jfflor^tbT, WAtf, 

®ffii«ift*©fc8e>©iifflj}a«tUT©Mffl, 

<D*fB © D N A£&Ib4fe ©&ttt 4» © D N A & L < « R N A £ i»i£##T "T 5 #\ 
i: &D N A \Z £ 0 mm £ Wf# 'J H ^i(Ccfc^), #369! ©& 

20 SARtC«kO»SWK:»a*SVittJgtt^-r*#>J^^H^©M«tt^^ViT 
©fl?#T> 

@DNA*^t-*lfl«©iWlia*«^«^«*ftflS^<fc9**^» cine»Sr^fflL 

25 — ->^, 43j;tf 

©*%BJ©^SAR$#^m^<fc^©fii#:f^M^£^%^e»n^ 0 

#%0j©DNA3te^i&^£ffiV>T, IE^AR©^fg^f£tt^TO^& 
££^tr, ARCH&T*£J£©tt^t**M^S *%BJ© 
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20 iti5i5«»©*ttiiiatbTtt» m^©tftT>Kpy>»jtc»bTifi;sttT»*is 

*5BIS-r*««llia, »*U<ttS93iK3KIBIJia, &Z>WZfo<D&i7> Hp 
y>«fc^LT»tattT»*«SAR*^rs*iWJ®^^3&^f 6tl*. 

-rrHif3£ofiiT>HDy>fflit*ruTjfiStt a&ifitt) T&sjtte, mmryp 
©taT> \*uy>m\z&z>ftftwm&wz7> ^u^y^w^m^nm^ftm 

^Ei3*CE«fflJ®, &5V>ttLNCaP*BI&# (T882A(D^SAR^ia-r'5>) tfM^Z 
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tl&o 

mmm<D%mte, m^ommmm^mizmm^n^m^m^x, mr^m 

]£«Lfit £-^tfMEMi&ift CiMX>X (Science) , 12 2 #, 501(195 
5 2)], DM EMigm (^DDy- (Virology) , 8#, 3 9 6 (1 9 5 9)) 
, RPMI 1 6 4 Oi^ttl ^ • ' if ' 7*U#> • ^-ffc^ • 

7V->X—>3> (The Journal of the American Medical Association) 1 9 
9#, 5 1 9 (1 9 6 7)), 1 9 9J&*ft (yDy-y>^« • if • ViM X 
5V • 7*- • If • /HtD^JV • ^f ^> (Proceeding of the Society 
10 for the Biological Medicine) , 7 3#, 1 (1 9 5 0)) fc&WSHSn*. 

ifiiti4'^*ns7>Hp^> : fob<^fia<D7 > T-D< FKioaaii&^ma^gs 
bfejfiLm^v^nt^wsb^o ffi^x^p-r h*;u^>**7 

:XXX h t b Tf^fflT £ H £ SrfF^f^ «fc o & A R <«M£ fcSft-T 3 fc 56 K « 

;i/^ah\ tf#;i/^b\ £^tr±B2tvf n^otfSii&fc: l ~ i , 

20 ooo, o o o*fflifc/m i t.r^^o\zimx. 7;i^9xJ^I/- h^WJ&^gg 

RNA£1MIU ^ftI<7)iE^ARcDNA@2^J^»^^{Lfc^U^ 
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^ s f v^c«-s-«S3^j#^- 2 T^t>$ t s y mmp\ 4>cot5 y 8 

^ w m <=> *> £ £ nx v £ £ < —Met z> . 

mo^mzz biz&m&^Tz&m&mAR&mmmi&w&ft&tz - 1 

^T^So #f893tt* tftAR^ib, R~Dffife<Dm7>\ s Uff 

©aiwa-e^tuTtt, 7>Hny>^§xi/^>h (are) tu?«n5 3> 
t^sH^^yDt-^-©^ e>tc±«£twr«ate : f : ^A^i'f sti, psa 

<fcof^w$ns^SAR»sfiiBiiia*«rtBgttPSAate : ?*w*r*©^ m& 

A R K*fT 3 7 =f = X h *> b < tt7 >^ =f - ^ ttPS Attfl**> PSA 

25 SA^O^-^-^^-f^^^AREffl^E^JSr^rTS^O*-^-, 

Vi^AREga^JtSRa^D^e— ^— , S V 4 0 ^D^E— LTR^nt- 
CMV^Dt-^-, HS V-TKyoqE— ^— *©»«MHI&fflya^— 

nftn-i«-r*DNA&jiiAbTtt^*-^-«eK©«afe«'<*iitK:«ko 
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«* (*?£L<te2~5{@, £D£?i;b<te2£;fctt3<®) 0^ 

m^-rs^^^mtrs, i)itttti:*^T^t5fiARi:Mi/T^ 

20 oT<E^«tt-fb$nsjt€^©56S&»«ff*c:i:t-«tO, <fc OM^T^tH • 
^it5C<h^f5. fflVi^n^Jie^tbTtt, i^cDcfco^PSAil^ 

^AREffiaBS^J^^-r^^D^-^-^ JS^ttAREi^JtSRa^Dt 
— ^— , SV4 07 p D ; e-^- LTR^Dt-^- CMV^Dt^- , H 
25 SV-TK^D ^E-* -fU^-Z-t &m&&t>tt*X 5 7 

ta7>HPy>aiJSt6«TS. 0d*fc£ #^(2#a^ART;fc5W746L(C)+T 
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mmzTjkznzfc&MM*. z.<o^t^m<D^vr> Hoy>^«^SA 
is m<o^m - mmM&m&-?2>' ^st»ty>Hpy>^j«jE#*j:^MAR<D 

20 ffi&MMffa^Bfr • teifcfl&JJHfcT*. 2i^&ia7> h'py>^JttiIiW5 
StrLtt^^A^ck^^M^AR^^D^-fr^^^v &3^teft!l<Pift7>Kn^ 
>«IK:it^T5fir*fc* Critic < V><DT, 7 > H >#ft#tt*^©^ff*it 

0JJAfcT, kK vtt* ty^ 
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t«fcoisstt»**^ «ps#o*^ mmm (60kg^t 

T) K^Tte, -Bi^t^O.l^lOOmg, ff$l/<tt«l. 0~5 0 
5 rag, <fct>J8F*U<tt»l. 0~2 0mg-CS§. ^PW»t5«^l 

— 0{^#^JO. 0 1~30mgIE Iiffb<^0. l~2 0mgg^ J; 

o#?£L<\mo. i~i omgmm&i&mmmz&*)&*?z0f)W®et'v& 

10 -So ffi<Dl)!l^<?5«^fc, 6 o k g^fct)^tftl|Ebfc»&lS:#"r«Jit^Tfr*. 

&^SAR<D$^#Mli£>T4>&V>. bfc^oT, STSSfiAR (^il : W746L ( 
15 C)*5«fctfT882A) K^LTiaT > H oy >f£ffl Sr^T 2 m&±<D&i7 > H > 

, ^tie>^I^B#l^#bTt>«fcViU 2a^±©trtr>Hay>^J^lO(D^J 

iPS4©i^> -^WtC^Jx.^> (60kgtLT) 
25 C^^TH -BC^t-en^n^O. 1~1 OOmg, Jf*b<tt^l. 0~ 
50mg> «tDffSt<«^l. 0-2 0ragW. #JgPW»Ci9:#-r*»^ 

-Btcoff-en-?n*9o. oi~3 0m g ig^ $?*l<«^jo. 1-20 
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mgmm. &K>ft&v<temo. i~i omgg^^witiaom^o 

AR^^T^^tritt^ffl«^^C$-fr^tn:T>h ; Py>^J (#J : H 
10 , ^l^OHiUT, te©&SAR&3fe?Bi-5&^tea»ffllS# 

# & §8 « s & , p sAypt-^-csinTfcjfes zmrnm 
wr -5 m^mmmm\z ar^ t^f ^ ©^ 7 > f p y >a & s Mate^ 
20 (D&m&ffiffiTzz.ii&ftwit'rzs KAR©K^H : ?«tt©«gt7>Hpy> 

xLm&g&iirLmmfcTO 5 * _t«tBB^>J4». '>&<£fcTATA#y*X^tf>&£l 
25 yp^:-^-fS^?>±^£©AREffia@e^J ( t b P S Aiffc^©^, AGAACA 
GCAAGTGCT ; @H^J#^ 3 ) *-Cft^tT<IW<*^V^ £?£L<te* £ £ &£-toft£>7 
>Hoy>MiH (ARR) itT»I^nS3 5&g*fg&# [thPSAjtfc 
^©iS^, GTGGTGCAGGGATCAGGGAGTCTCACAATCTCCTG ; g3?>J#^t 4 (J. Biol. Chem 
271 (11): 6379-6388, 1996) ] STS^Om J:»)#3:L< 
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^ne.oDNAH p s A^ut-^-tt^z^cDWimmm^mm^ 

10 (tb> t'd^-^O 4»le:ifA2n, ±S$£>it^#Ai*£fflV>T 

nf?L»^M (^J : COS -7, Vero. CHO, CHO (dhf rl , Ttf 
XhMM. 77XAtT-20, V77. = XO--7«fflfla, 7yhGH3, k h F 

<) fN::JfAbTfflv>T%<k^o **v>ttrtHttP S Ajte?*tft**ffiSdRllil 

20 SM&E&*©IE*AR, 7>HP^>#ft#™ifi*©tSAR. #389! ©fP 

a^sucfc o » £nsffifflnai*ifc*®3e&A r , itfK^i^w#&tc£ k> m e>n 
^m^AR^^tf e»n-5o ^tif.©ARH gM»ioi/t7*^-sei<o 

i^iMi. wmvftmffi&. xmrnommmw. ARS4t±tt^$*t 

-f ^* >3£&:7 d ^ h ^ 7 37 ^ — £ <D 5 a ^ h 9 y ~7 4 — t>& Z> z\ t \z 



WO 03/102188 4} ^^PCT/JP03/06942 

70 

aru ±^(D^o\zLxmm^nr^h(D^. p sA^u^-^-ommriz 

mwMfc&M&&AR&miM?%h(Dx&%ztfiW2ii'i\ z.<d& sternum 
mnm. tutu ps A?u*:—9-<r>Mwv \z & zmzmtir *smte&fc? t a 

5 R&3-\*-?2>ikfcTt&m3itfi9LW}y!imfa (M:COS-7, Vero, CHO 
, CHO (dh f r") , V^XLSSffl^ ^XAtT-2 0, T?*==XO- 

: LNCaP*&j@4*) t> u < a** w ©fi* w^s? k: £ 0 & & n * & & a r sb^s*h 

AR©^Eg^^^©J:5t^#^^^S^^mi*T^o fcl*.^ PS A:/ 

CaP-FGCifflflS^ (ATCC#^§ : CRL-1740) &5fc<DAR (T882A) £fcte#fgHJ(«M 
20 AR (W746Lfcb<teW746L(C)+T882A) £ M%)V9 ^ H mf 

, T882A«tf#;l^5 Mg14T&£(mc;fcfU W746L*3ckt0746L(C)+T882Atth* 

25 tt%.Tm*<D&8iMm&m^2>Z.iilZ&r). ^AR©tyaL'-^-^^ l J- 
n>^T-5C:<tA«T#So rAR©^yal/-^-ji:ll AR(D^HTO'I4^ 

«str>^^ hffittstts«R (tt7>h*Dy>ffl) ©m^s&^-rs 
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5=- Hte-fb^, fgs££jg#i, ijfflMffi^ 

tb^^^f ?>ti^o p s A^o^E-^-cD$ir<afTt-$>^>%^^^jte 

^ ^rr & ni?L«jti«fflj^ jcmjt © a r * «fc t«ft * mm <* Kate^ © 

5 58^^WSnn««*»'»Ktt»AR©fe© ; E>?j.U'--^- (BP 

±|EOAR©IE^H : ?»tt©fi[T>HPy>«l*«rtt©Wflfi* 
H#fc-r§, ft^yMi* p S A^P : E-^--cO$iJPTlC$»^^^*T'or^cJ:«e 

io ^^wr-sni^Lii^iiiiia^^tbT^tfo mm^wjmmn^tvxu. psa 

^, ^>7i7-' tf, &— bis?— 1£+ 9U5J*7x.—n—)V7tt)Vb 
7>X7i7-t\ W+^^-WO^-^-ieUSa - Ht5DNA 
£ P S A:7n*-:*-©T8IEfc«tB«fciI*&U ±^©lb^«fflia^ffl^^ 
«&U yat^-^O «pteJ¥AbT, ±$©*te^»A*££ffl^Tiift?L 
15 mmmM (M : COS - 7, Vero, CHO, CHO (d h f r") > "?#XL 
*ffli!&> 7^AtT-20, V[7X^XP— -7*0^ 77hGH3, thFL^ffl 

SGSLflStt^y/ADNA^^^^fflViTPSA^D^:-^ — S^tf 
20 ^-£K<) "PKJfAbT, |^t^ui?L»j#jTOlC^Abfc ! b<DT^^T 5 bJ:Vi 

o 

^A/TV^TfectVio AR$3- H-TSDNAtt±8B©lb**EBJia5BSffl^^^ — 
25 "PKifALT, ±IE(Djt^#A^^ffi^TPi?Li!j^iflB)^icSA-rtl^J;^. 

UPAC - IUB Commission on Biochemical Nomenclature \Z& : &$& J %$> : & 

\,^*%wzftmz&vznmi&^zm-3<*><DT»&r). -^©t^Tfe-r^o s/^t 
3- /mzmisyt^g&tetf&Q'&zm&fe. ^^aj^b^^n^L^^-r^© 
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DNA 
c DN A 
A 

5 T 
G 
C 

RNA 
mRN A 

10 d AT P 
dTTP 
dGTP 
dCTP 
ATP 

15 EDTA 
SDS 
G 1 y 
A 1 a 
Va 1 

20 Leu 
I 1 e 
S e r 
Th r 
C y s 

25 Met 
G 1 u 
Asp 
L y s 
Arg 
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7f/y>H'J >m 

77^> 

a*u > 

77,/l7^>^ 
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H i S 

P h e 
Ty r 
Trp 
5 Pro 
A s n 
G 1 n 
p G 1 u 
Me 

10 E t 
Bu 
Ph 
TC 

15 -T£o 

To s 
CHO 
B z 1 

C 1 2 B z 1 
20 Bom 
Z 

C 1 -Z 
Br-Z 
B o c 
25 DNP 
T r t 
Bum 
Fmo c 
HOB t 



9r 
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7xZJV77-> 
^7VU^>-4 (R) - 



P - h;i/x>x;i/^*-;u 

2, 6 ->^nn^>s^ 
^ > v 5 ;i/^-^r 

N- 9 -7)\s*U~)U* h^>tl)l^=-JV 
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m 
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HOOB t 



HON B 



DCC 



: 3 , 4 - y t KO - 3 - k F D+v- 4 -t+V- 
1.2, 3-^> , /h'J7> 7 > 

: N, N' -yy^DA^yWM^SH 



5 

i^It: bAROc DNA©£gfi#J£^i'. 
10 »4It:hAR©75y|?IE^^t. 

t bP S A-Zo^E— ^— "f^ARESa^J^t. 

15 tSH^J#^5] 

t h p s A-^u^—^-^mm-r^r^cD^y-i ^-tvxmm-r^<wtif^ 
k hp s A7n^—?~zmmT%rz®(D77^^-£\sTmm-t'<<&iirz 

20 nfc^- U =f 5? £ Vtt H sr^-f « 



S2^>J#^3 : t hPS Ay'P^— ^-4>^>AR EgB^iJo 
@23Wt4 : khPSAyat-^-^WARRSa^J. 
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mmm 



5 1 LNCaP-cxDiSfflJiaifc<Z>1ttiL;S& 

LNCaP-FGC (ATCC#^t : CRL-1740) £0. l*3cktfl £iM<E>b*#;i/^ 5 H (j^S^S : 
jdVfyjr^) (RPMI 1640+10* Dextran Charcoal (DCC)-Fetal Bo 

vine Serum (FBS) ) L/^b, 6>IP^£13M 

10 n^nLNCaP-cxDl l*5i;taNCaP-cxD2ii&-^^^:o 



*«J2 LNCaP-cxDM^©t:**;i/^^ FJfc«F 

LNCaP-cxDlh LNCaP-cxD2:fe £mNCaP-FGC£24ft:7V- HC40000 eel ls/mL/w . 
ellT}#£. HBO. l-30AiMOb*#;i^5 HfttRinU mmBW^m^WL^sYM 
15 Lfco ZL(Dm. yy^U^fyikWmzm^n^Sk (Prostatic Specific 

Ant igen) <Di%m±m *mm*Mfe bfco 

^(Dj^m. LNCaP-cxDll^o.fclA.NCaP-cxDZ^iilit^k^^^S FKJ; 0 WJctC 
{Eit^tlfc CEIl] o — -ft, g^LNCaP-FGCTteb;*j;U^ K 1C J; D #lclcit*it 
.^WJ^tlfe CHI] o PSAjg^tC^V^Tfe, LNCaP-cxDllfeJctftNCaP-cx 

cm 2] . 

LNCaP-cxDIK LNCaP-cxD2*5cfc^LNCaP-FGC^e»^:RNA$r^ai^cDNAlC AR 
25 itte^tf^SSB^JSPCR^-f hi'- / r>*mz.&K)Mffi\stCo LNCaP-cxDl 1 \Z 

^t(D^. LNCaP-cxDU^ctmNCaP-cxD2<7)Vi-rn<DAR{Ct)T> 

746 Glfl!\ AR±n F>$c£919£-t£^f2£ffl^&^ -^tf^fiilTten K>741 
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tCffi^) CDTGG (h'J^h77» j&UNCaP-cxDl l43«fcm.NCaP-cxD2T j e-n^nTTG 
(a^v»feckmGT (yXf-f»^SUT^fc. 

5 Cos-7£150cm 2 :7^X:3t;:5,000, 000 cellsjf#, i&^&CDMEM+lO* Dextran Ch 
arcoal (DCC)-Fetal Bovine Serum (FBS)+2mM glutamine) 4 3 t?240#^^^^, 
^£§aAR&-5V>te^MAR (W741C^3cfcOT4lLM^M) £if A Vtz^Z ^-DNA 
& £ t>'T > H a y >fS^1£ ~? a ^ - * - <DTm \z)V <> 7 x 7 — ifitW £ 

, W741C*5«fct/W741L^^AR^MLTt:*;^^ KfcMCT(Eii*£ft£^bfc CEF 
15 3] . 

|*OS0>J5 W741CM^ARKl*fL7>^~X hf£ffl£^Tfc'&tJ©X^ 

dhtCv 5 t HPf^hXfn» ^ { fc^W74ic^MAR©fe^®'l4^ias-r^{t:'& 

20 #1, ^£9, W741CM^ARtC*fL7>^^-X h^ffl^-r^#I^»J4tC 

#ja [x^;i/ 2,5-> J ^^;i/-4-(4-- hD^jcn;i/)-iH-trD-;i/-3-^;i/^^rvU 

LNCaP-FGC*fflJI&A^SfefctieoTyyADNASaai«, ^n&^M^b, 
•7y<1-?—t UT5'-GGAGCTCGAATTCCACATTGTTTGCTGCACGTTGG-3' (ga^J## 5 ) 43 
J;^5'-CAAGCTTTGGGGCTGGGGAGCCTCCCCCAGGAGC-3* (g2^J#^ 6 ) V>TPCR£)& 
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Srffofc, DM°#V*7— 1f<i:LTPyrobest (TaKaRa) Gene Amp PCR Syst 

em 9700 (Applied Biosystems) T94t:Tl#M^ 98^-^5^, 59t:-e30#, 7 
2t:Tl#CDPCR£j££25+M' ?M=T PSA(M5tJK#^WtrtM) 
^O»650bp©DNA»rJt£#fc. #0rH-£SdlK#* Hind III (TaKaRa) fccfctf Sac I 
5 (TaKaRa) ~CWWtfk* 7^n-xy;P*$t*WlUTDNA»fWr&lHlJRbfc. ^©DN 
AUrfi-S* Hind III*5<fc^Sac ltr^{bbfcpGL3-Basic 19 & — (Promegaft) tM 
Ligation high (TOYOB0) ^ffl^Tl^LT, *JiiMDH5 a On > tf5=-> h 

^^rlgV^^^^— pGL3-PSA-Luc^#^io £ £> KlpGL3-PSA-Luc£:Hind IIIT^J^f 
10 Blunting kit (TaKaRa) Kpn I (TaKaRa) -CiflBrUPSAr/n* 

— ^-^t^KfM-^lHliRL/^o -e©DNA$r>t£:Sac IT^O^r^, Blunting kit~e¥ 
mitV, Kpn IT^)»rbfepGL3-PSA-LuctC^iSbT,.^:l»MDH5a!(OZi>trT-> h 

PSA7°P ; £-^-^^>7 ; AlC2oS^ofcpGL 

3-2PSA-Luc£f#fco 

15 

Cos-7$150cm 2 7^XnfC5,000,000 cellsl#€\ ^^(DMEM+lOX Dextran Ch 
arcoal (DCC)-Fetal Bovine Serum (FBS)+2mM glutamine) 'fT^B^PJig^g, 
±!E##0tI 1 T?#&nfepGL3-PSA-Luc*fc«pGL3-2PSA-Luc t»^feS!AR*Jf 
20 DNA££, SuperFect (Qiagen) £J!H>T3 h7>77i^ya >bfc. 

2^fatSU6^t> Zm^mk, ImMCDDHT (5a-ytFDfXhXfD> 

0 5j&>£U§SJ&>fc<fc'5fc, PSA^D^E— ^ — Sfflwr, AR^^ttlCBL^-TD 
25 HTCD^SJBajt-r^dt^ffiTftSCl^d^Jofc. $ £ KlPSA^O^E-^-Sr 
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#38fl«» B#Tffl«3*l&4$»2 002-16220 6XtfWHH2 0 0 2- 
2 5 5 6 1 2£2£l»£UT:i3fK ■t©rtWa*W«l*fc:iHIT'afrStl*'b©"C* 
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5 Ft) b< f»©y^-P ^T&stt&n i~3 ©vi-rn^csBtt©^ffi. 



20 3gf ^3®«ffll!a^o 

«««BJi&ttctc*^T«S'r*sss7'>Foy>s^^bT^ 
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1 1. «|3fc3|i9Sfctel 0IB*©^fe»Cj:0a^$n*XS7'>Foy> 
UTMtrtf^ffl &7K?tri7 > H Dy 
5 12. 7>Hay>«Stt«0«BI!aS*»«H©^TTf«tlL.> tt*fr 

10 14. 7> HDy^^^S^R^SfettSl^ttTftSlil*^ 1 

3J. 

15 16. if^l lSfcttl 3K*©^C7>HDy>^©^fi*B«?LWi« 

20 . M<Dmm 0 

19. 7>KDy>l:^t§'/P ; &-3'-^PSA7 p Ot-^-tS§ 
25 2 0. PSA^D^r— ^-©iW1»TK»S56S»*f^ffi^Jte : ?&^"r 

H P y >#J JSgttiflffi/fl * tt 7 > h* P y >g^#^ 5? ^ V- $ - X * U - = > 

21. ^mMmmm\ t£Z\zmM<D7>\ i u5*>&®ft-&5ffl.-rzzt 
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2 2. m^(DP S Ayn^-^-^>fAtI^^nTV^ui:^i[ 
<h-T^>ffi^2 OfEtfcO^;/ K 

5 ?-mfc?-c&z>m&m2 OfBifccD^;/ he 

10 2 5. PSA^Dt-^- (DrnfflTlZftZ^Mffi^ffeteWLteT*^'? 

15 d <htCcfc-p T&SnS d £ ^#m<hT^>W^ 2 4 2 5 fB*&£>2f*£ 0 

if^»^2 4£fcte2 5 fB*&©7j*fc, 

jt^T^^M^3S2 4*^:^2 5lB^(D^o 
20 2 9. WTCD (a) (b) ©T^/^BB^J: 

(b) ffl.&m^2-?mt>2ti2>T$;mm\z&^T, 7$;t#^7 4 60h 

25 2©Xl/tn>^77->Cfi^$nfc75ytS2^J ; 

30. m&m2 9fE*c<£SfiSf<Z^#^;/^KT&oT, IEST>KDy 
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3 2. DNAT?fc*fS^3 1 tm<D# U 5? ? h% 
5 3 3. £TF© (a) (b) (D^SSB^J : 

(a) S3^J#-^lT^t>$tl<§>^aga^J^^3ViT, ±&S#^2 2 3 7 (DlMMt^ 

$>\zm&-z nitm&&m ; 

(b) Sa^J#^-lT^^>^n§^B5^Jtc4oViT, ^S#^-2 2 3 7tb<tt2 
2 3 8©ifiS^S>tf!ftSn, E.^S#^2 6 4 4©l|«^7->tf 

io tftsnfe^sia^i ; 

34. m#.m3 iia«©#u^^u^H&*#-r*^iif*. 

3 6. H»3fc313 lfB«^U5?^l/^HS:^-r^ffiilA^^^- 0 
15 3 7. IMttg3 6IB«fe©*ft^^^^--T^KetftSii:fc^K<Sift#. 

3 9 . mmmmtfi&Mm-v&zffi&m 3 8 f3ft©»)Mfl&o 

4 0 . »ifflj!aA«tafi:jB^s*©iiwiaT*s»*JS 3 9 tzm<DW)®MMo 

4 1 . m&m 3 7 ia«©^»teift#sfcttiff*^i 3 8 t^mommm^m 

fBlfc©^#^:/^K ! bb<te^-©x^ h*t>b<te^©xx^;i/£fcte^©&©§2 

4 2. m^M2 9f3«©g6Kt>b<te^©&£fcteW#JS3 0f3*fc©g& 
25 a^T^ h* b < «^-©T i= H t> b < l«©IXfJl'S&tt*Ol&ia £ £ 
^#m<hT-5, T>Y-U?yt.mim.2 9 aa*fc0SaKfcb 
^3 0f3m©SB^7 p ^H ! feb<«^-©T^ F i fcb<« j e©X7,^*^:«^ 

4 3. f»*^2 98B*©SaKfeb<tt-t©ifi*fc«»*«3 0IS*©«B5 
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ffif#]l 3 0 E*©«»^y^- H fe b < tt^(D7^ H t> L < ^©iXf^SfctS 

5 4 4. § &S7 > H n y b TtaT > H n y >f^ffl Sr^-T 

2 m&±<DiKT > H ay >#J Sffl^-B-frirrfc:* , 7 > h* ay #7 

45. 2 mu-tomy > f py >»j© 5 i 9 i o ib 

10 4 6. ft)**IES7>HPy>S«#^bTSi7>KPy>^ffl*^'r 

4 7. 2e^±<Dtit7>HPy>^J©5^<DlC>^»^3S9*fe«l OfS 
15 ^CD^mtC^Djl^^nS, M^4 6$m<Djj&o 

4 8. 7>HPy>fe#ffi^fe«7>FP^>^#^0^ ; E>^'t4 

4 9. 2aJ^±OSa7>h*Py>^J©o^(D1^7&^^9 S&ttl OIB 
20 9iliR£n5> 0^4 8fEife^fflo 

T&oT, IES7>HPy>^^eK^fe« j e-©^^L^Vitn:#: 0 

5 i. m&\m^2-vmt>-znz>75./&mmz£>^xT$ywtm^7 a 6 

25 (7)hU^h>'T>^P-r'>> i bb<^'>^^<>^a^^nfc7^yifS2^Ji:l^ 

-feb<i«KW(ci^-<D7^y^S5^j^w-r^saK*^« : e^{^T^ 
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5 2. BB^J#^2T?*toSnS7 5yftB2^J»C*5^T75/»##8 8 2 
5 4. 0~5 2©^Tn^tC|Ba^ta^$r^bTfj:^^»r^ e 

io 55. M=E>m^m<D7> \*utf>$mwm&ft<D&mm-c&z>mj& 

315 4mm.<DB%rM. 

»*> v < \&t<DM%.rc\m&m 3 0 tm^m^^f- h *> u < »*©7 s h t> l 

5 9. »^JB3 lfEifc<D^J J* ^l/^F 

20 ##<i:-r-5, »^JB2 9fB«c^SK^l3-H-r?)mRNA©^»^o 

6 0. Sf^iS5 0~5 2CD^-rn^^fEm^#:*fflV^il<i:Sr#m^-r 

6 1. Sf5}cJg5 9££:te6 0iB«&<£^»#&£^££££#m£-r3* 

25 jv^>m^mo)7> Fnyyttfcwm&ftommjjmo 

6 2. »^iSlfBm^^^J;«9lRl-CD^S7>HDy>^^^Ji-r 

zm,m&ffimm&&£C2i*m&tt7>\ i n¥>mz io«ut. mnmrn 
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*5 Iff Z> 7 > H P f >#tf?J8 Sftfi7>Ho ¥>im&M (D*)V=E >i$14i© : ? 
6 5. 7>FPy>fe#^*^«T>HPy>#fe#S8^^>'W : E:>^'l4 

io $n^2^±«>tn:r>Hpy>^J©^o 

15 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 

<120> Mutated Androgen Receptor, Cancer Cells Expressing Same, 
Production Method Thereof and Use Thereof 

<130> 3056WO0P 

<150> JP 2002-162206 
<151> 2002-06-03 

<150> JP 2002-255612 
<151> 2002-08-30 

<160> 6 

<170> Patentln version 3. 1 

<210> 1 

<211> 2775 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(2775) 

<223> 

<400> 1 

atg gaa gtg cag tta ggg ctg gga agg gtc tac cct egg ccg ccg tec 48 

Met Glu Val Gin Leu Gly Leu Gly Arg Val Tyr Pro Arg Pro Pro Ser 

15 10 15 

aag acc tac cga gga get ttc cag aat ctg ttc cag age gtg cgc gaa 96 

Lys Thr Tyr Arg Gly Ala Phe Gin Asn Leu Phe Gin Ser Val Arg Glu 

20 25 30 

gtg ate cag aac ccg ggc ccc agg cac cca gag gcc gcg age gca gca 144 

Val He Gin Asn Pro Gly Pro Arg His Pro Glu Ala Ala Ser Ala Ala 
35 40 45 
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CCt CCC ggc gcc 
Pro Pro Gly Ala 
50 

cag cag cag cag 
Gin Gin Gin Gin 
65 

cag cag cag caa 
Gin Gin Gin Gin 



gag gat 
Glu Asp 

gtc ctg 
Val Leu 

tgc cac 
Cys His 
130 
gcc age 
Ala Ser 
145 

gac tea 
Asp Ser 

ggc tta 
Gly Leu 

age acc 
Ser Thr 

ggc age 
Gly Ser 
210 
tec aag 
Ser Lys 
225 

aag gag 
Lys Glu 



ggt tct 
Gly Ser 
100 
gat gag 
Asp Glu 
115 

ccc gag 
Pro Glu 

aag ggg 
Lys Gly 

get gcc 
Ala Ala 

age age 
Ser Ser 
180 
atg caa 
Met Gin 
195 

age age 
Ser Ser 

gac aat 
Asp Asn 

ttg tgt 
Leu Cys 



agt ttg 
Ser Leu 

cag cag 
Gin Gin 
70 

gag act 
Glu Thr 
85 

ccc caa 
Pro Gin 

gaa cag 
Glu Gin 

aga ggt 
Arg Gly 

ctg ccg 
Leu Pro 
150 
cca tec 
Pro Ser 
165 

tgc tec 
Cys Ser 

etc ctt 
Leu Leu 

ggg aga 
Gly Arg 

tac tta 
Tyr Leu 
230 
aag gca 
Lys Ala 
245 



ctg ctg 
Leu Leu 
55 

cag cag 
Gin Gin 

age ccc 
Ser Pro 

gcc cat 
Ala His 

caa cct 
Gin Pro 
120 
tgc gtc 
Cys Val 
135 

cag cag 
Gin Gin 

acg ttg 
Thr Leu 

get gac 
Ala Asp 

cag caa 
Gin Gin 
200 
gcg agg 
Ala Arg 
215 

ggg ggc 
Gly Gly 

gtg teg 
Val Ser 



ctg cag 
Leu Gin 

cag cag 
Gin Gin 

agg cag 
Arg Gin 
90 
cgt aga 
Arg Arg 
105 

tea cag 
Ser Gin 

cca gag 
Pro Glu 

ctg cca 
Leu Pro 

tec ctg 
Ser Leu 
170 
ctt aaa 
Leu Lys 
185 

cag cag 
Gin Gin 



cag cag 
Gin Gin 
60 
cag cag 
Gin Gin 
75 

cag cag 
Gin Gin 

ggc ccc 
Gly Pro 

ccg cag 
Pro Gin 

cct gga 
Pro Gly 
140 
gca cct 
Ala Pro 
155 

ctg ggc 
Leu Gly 

gac ate 
Asp He 

cag gaa 
Gin Glu 



cag cag cag cag 
Gin Gin Gin Gin 



gag gcc teg ggg 
Glu Ala Ser Gly 
220 

act teg acc att 
Thr Ser Thr He 
235 

gtg tec atg ggc 
Val Ser Met Gly 
250 



cag cag 
Gin Gin 

cag cag 
Gin Gin 

aca ggc 
Thr Gly 
110 
teg gcc 
Ser Ala 
125 

gcc gcc 
Ala Ala 

ccg gac 
Pro Asp 

ccc act 
Pro Thr 

ctg age 
Leu Ser 
190 
gca gta 
Ala Val 
205 

get ccc 
Ala Pro 



cag cag 
Gin Gin 
80 

cag ggt 
Gin Gly 
95 

tac ctg 
Tyr Leu 

ctg gag 
Leu Glu 

gtg gcc 
Val Ala 

gag gat 
Glu Asp 
160 
ttc ccc 
Phe Pro 
175 

gag gcc 
Glu Ala 

tec gaa 
Ser Glu 

act tec 
Thr Ser 



tct gac aac gcc 
Ser Asp Asn Ala 
240 

ctg ggt gtg gag 
Leu Gly Val Glu 
255 



192 



240 



288 



336 



384 



432 



480 



528 



576 



624 



672 



720 



768 
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gcg ttg gag cat ctg agt cca ggg gaa cag ctt egg ggg gat tgc atg 816 
Ala Leu Glu His Leu Ser Pro Gly Glu Gin Leu Arg Gly Asp Cys Met 

260 265 270 

tac gec cca ctt ttg gga gtt cca ccc get gtg cgt ccc act cct tgt 864 
Tyr Ala Pro Leu Leu Gly Val Pro Pro Ala Val Arg Pro Thr Pro Cys 

275 280 285 

gec cca ttg gec gaa tgc aaa ggt tct ctg eta gac gac age gca ggc 912 
Ala Pro Leu Ala Glu Cys Lys Gly Ser Leu Leu Asp Asp Ser Ala Gly 

290 295 300 

aag age act gaa gat act get gag tat tec cct ttc aag gga ggt tac 960 
Lys Ser Thr Glu Asp Thr Ala Glu Tyr Ser Pro Phe Lys Gly Gly Tyr 
305 310 315 320 

ace aaa ggg eta gaa ggc gag age eta ggc tgc tct ggc age get gca 1008 
Thr Lys Gly Leu Glu Gly Glu Ser Leu Gly Cys Ser Gly Ser Ala Ala 

325 330 335 

gca ggg age tec ggg aca ctt gaa ctg ccg tct ace ctg tct etc tac 1056 
Ala Gly Ser Ser Gly Thr Leu Glu Leu Pro Ser Thr Leu Ser Leu Tyr 

340 345 350 

aag tec gga gca ctg gac gag gca get gcg tac cag agt cgc gac tac 1104 
Lys Ser Gly Ala Leu Asp Glu Ala Ala Ala Tyr Gin Ser Arg Asp Tyr 

355 360 365 

tac aac ttt cca ctg get ctg gee gga ccg ccg ccc cct ccg ccg cct 1152 
Tyr Asn Phe Pro Leu Ala Leu Ala Gly Pro Pro Pro Pro Pro Pro Pro 

370 375 380 

ccc cat ccc cac get cgc ate aag ctg gag aac ccg ctg gac tac ggc 1200 
Pro His Pro His Ala Arg He Lys Leu Glu Asn Pro Leu Asp Tyr Gly 
385 390 395 400 

age gee tgg gcg get gcg gcg gcg cag tgc cgc tat ggg gac ctg gcg 1248 
Ser Ala Trp Ala Ala Ala Ala Ala Gin Cys Arg Tyr Gly Asp Leu Ala 

405 410 415 

age ctg cat ggc gcg ggt gca gcg gga ccc ggt tct ggg tea ccc tea 1296 
Ser Leu His Gly Ala Gly Ala Ala Gly Pro Gly Ser Gly Ser Pro Ser 

420 425 430 

gec gec get tec tea tec tgg cac act etc ttc aca gee gaa gaa ggc 1344 
Ala Ala Ala Ser Ser Ser Trp His Thr Leu Phe Thr Ala Glu Glu Gly 

435 440 445 

cag ttg tat gga ccg tgt ggt ggt ggt ggg ggt ggt ggc ggc ggc ggc 1392 
Gin Leu Tyr Gly Pro Cys Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly 
450 455 460 



WO 03/102188 



4/10 



CT/JP03/06942 



ggc ggc ggc 
Gly Gly Gly 
465 

get gta gec 
Ala Val Ala 

cag gaa age 
Gin Glu Ser 

gtg age aga 
Val Ser Arg 
515 

ggc ccc tgg 
Gly Pro Trp 

530 
gag act gec 
Glu Thr Ala 
545 

cag aag acc 
Gin Lys Thr 

gga get etc 
Gly Ala Leu 

gaa ggg aaa 
Glu Gly Lys 
595 

gat aaa ttc 
Asp Lys Phe 

610 
tat gaa gca 
Tyr Glu Ala 
625 

aat ctg aaa 
Asn Leu Lys 

act gag gag 
Thr Glu Glu 



ggc ggc 
Gly Gly 

ccc tac 
Pro Tyr 
485 
gac ttc 
Asp Phe 
500 

gtg ccc 
Val Pro 

atg gat 
Met Asp 

agg gac 
Arg Asp 

tgc ctg 
Cys Leu 
565 
aca tgt 
Thr Cys 
580 

cag aag 
Gin Lys 

cga agg 
Arg Arg 

ggg atg 
Gly Met 

eta cag 
Leu Gin 
645 
aca acc 
Thr Thr 
660 



ggc ggc ggc ggc 
Gly Gly Gly Gly 
470 

ggc tac act egg 
Gly Tyr Thr Arg 



acc gca 
Thr Ala 

tat ccc 
Tyr Pro 

age tac 
Ser Tyr 
535 
cat gtt 
His Val 
550 

ate tgt 
He Cys 

gga age 
Gly Ser 

tac ctg 
Tyr Leu 

aaa aat 
Lys Asn 
615 
act ctg 
Thr Leu 
630 

gag gaa 
Glu Glu 



cct gat 
Pro Asp 
505 
agt ccc 
Ser Pro 
520 1 
tec gga 
Ser Gly 

ttg ccc 
Leu Pro 

gga gat 
Gly Asp 

tgc aag 
Cys Lys 
585 
tgc gec 
Cys Ala 
600 

tgt cca 
Cys Pro 

gga gec 
Gly Ala 

gga gag 
Gly Glu 



cag aag ctg aca 
Gin Lys Leu Thr 
665 



ggc ggc ggc ggc gag gcg gga 1440 
Gly Gly Gly Gly Glu Ala Gly 
475 480 
ccc cct cag ggg ctg gcg ggc 1488 
Pro Pro Gin Gly Leu Ala Gly 
490 495 
gtg tgg tac cct ggc ggc atg 1536 
Val Trp Tyr Pro Gly Gly Met 
510 

act tgt gtc aaa age gaa atg 1584 
Thr Cys Val Lys Ser Glu Met 
525 

cct tac ggg gac atg cgt ttg 1632 
Pro Tyr Gly Asp Met Arg Leu 
540 

att gac tat tac ttt cca ccc 1680 
He Asp Tyr Tyr Phe Pro Pro 
555 560 
gaa get tct ggg tgt cac tat 1728 
Glu Ala Ser Gly Cys His Tyr 
570 575 
gtc ttc ttc aaa aga gee get 1776 
Val Phe Phe Lys Arg Ala Ala 
590 

age aga aat gat tgc act att 1824 
Ser Arg Asn Asp Cys Thr He 
605 

tct tgt cgt ctt egg aaa tgt 1872 
Ser Cys Arg Leu Arg Lys Cys 
620 

egg aag ctg aag aaa ctt ggt 1920 
Arg Lys Leu Lys Lys Leu Gly 
635 640 
get tec age acc acc age ccc 1968 
Ala Ser Ser Thr Thr Ser Pro 
650 655 
gtg tea cac att gaa ggc tat 2016 
Val Ser His He Glu Gly Tyr 
670 
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gaa tgt 
Glu Cys 

gta gtg 
Val Val 
690 
ttg etc 
Leu Leu 
705 

gtc aag 
Val Lys 

gac cag 
Asp Gin 

gec atg 
Ala Met 

ttc gec 
Phe Ala 
770 
atg tac 
Met Tyr 
785 

tgg etc 
Trp Leu 

etc ttc 
Leu Phe 

gat gaa 
Asp Glu 

tgc aaa 
Cys Lys 
850 
acc aag 
Thr Lys 
865 



cag ccc 
Gin Pro 
675 

tgt get 
Cys Ala 

tct age 
Ser Ser 

tgg gee 
Trp Ala 

atg get 
Met Ala 
740 
ggc tgg 
Gly Trp 
755 

cct gat 
Pro Asp 

age cag 
Ser Gin 

caa ate 
Gin He 

age att 
Ser He 
820 
ctt cga 
Leu Arg 
835 

aga aaa 
Arg Lys 

etc ctg 
Leu Leu 



ate ttt 
He Phe 

gga cac 
Gly His 

etc aat 
Leu Asn 
710 
aag gee 
Lys Ala 
725 

gtc att 
Val He 

cga tec 
Arg Ser 

ctg gtt 
Leu Val 

tgt gtc 
Cys Val 
790 
acc ccc 
Thr Pro 
805 

att cca 
He Pro 

atg aac 
Met Asn 

aat ccc 
Asn Pro 

gac tec 
Asp Ser 
870 



ctg aat gtc 
Leu Asn Val 

680 
gac aac aac 
Asp Asn Asn 
695 

gaa ctg gga 
Glu Leu Gly 

ttg cct ggc 
Leu Pro Gly 

cag tac tec 
Gin Tyr Ser 
745 

ttc acc aat 
Phe Thr Asn 

760 
ttc aat gag 
Phe Asn Glu 
775 

cga atg agg 
Arg Met Arg 

cag gaa ttc 
Gin Glu Phe 

gtg gat ggg 
Val Asp Gly 
825 

tac ate aag 
Tyr He Lys 

840 
aca tec tgc 
Thr Ser Cys 
855 

gtg cag cct 
Val Gin Pro 



ctg gaa gee 
Leu Glu Ala 

cag ccc gac 
Gin Pro Asp 
700 

gag aga cag 
Glu Arg Gin 

715 
ttc cgc aac 
Phe Arg Asn 
730 

tgg atg ggg 
Trp Met Gly 

gtc aac tec 
Val Asn Ser 

tac cgc atg 
Tyr Arg Met 
780 

cac etc tct 
His Leu Ser 

795 
ctg. tgc atg 
Leu Cys Met 
810 

ctg aaa aat 
Leu Lys Asn 

gaa etc gat 
Glu Leu Asp 

tea aga cgc 
Ser Arg Arg 
860 

att gcg aga 
He Ala Arg 
875 



att gag cca ggt 
He Glu Pro Gly 
685 

tec ttt gca gec 
Ser Phe Ala Ala 



ctt gta 
Leu Val 

tta cac 
Leu His 

etc atg 
Leu Met 
750 
agg atg 
Arg Met 
765 

cac aag 
His Lys 

caa gag 
Gin Glu 

aaa gca 
Lys Ala 

caa aaa 
Gin Lys 
830 
cgt ate 
Arg He 
845 

ttc tac 
Phe Tyr 



cac gtg 
His Val 
720 
gtg gac 
Val Asp 
735 

gtg ttt 
Val Phe 

etc tac 
Leu Tyr 

tec egg 
Ser Arg 

ttt gga 
Phe Gly 
800 
ctg eta 
Leu Leu 
815 

ttc ttt 
Phe Phe 

att gca 
He Ala 

cag etc 
Gin Leu 



gag ctg cat cag 
Glu Leu His Gin 
880 



2064 



2112 



2160 



2208 



2256 



2304 



2352 



2400 



2448 



2496 



2544 



2592 



2640 
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ttc act ttt gac ctg eta 
Phe Thr Phe Asp Leu Leu 
885 

ccg gaa atg atg gca gag 
Pro Glu Met Met Ala Glu 
900 

tct ggg aaa gtc aag ccc 
Ser Gly Lys Val Lys Pro 
915 



6/10 

ate aag tea cac atg gtg 
He Lys Ser His Met Val 
890 

ate ate tct gtg caa gtg 
He lie Ser Val Gin Val 
905 

ate tat ttc cac ace cag 
He Tyr Phe His Thr Gin 
920 
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age gtg gac ttt 2688 

Ser Val Asp Phe 
895 

ccc aag ate ctt 2736 

Pro Lys He Leu 
910 

tga 2775 



<210> 2 

<211> 924 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Glu Val Gin Leu Gly Leu Gly Arg Val Tyr Pro Arg Pro Pro Ser 

15 10 15 

Lys Thr Tyr Arg Gly Ala Phe Gin Asn Leu Phe Gin Ser Val Arg Glu 

20 25 30 

Val He Gin Asn Pro Gly Pro Arg His Pro Glu Ala Ala Ser Ala Ala 

35 40 45 

Pro Pro Gly Ala Ser Leu Leu Leu Leu Gin Gin Gin Gin Gin Gin Gin 

50 55 60 

Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin 
65 70 75 80 

Gin Gin Gin Gin Glu Thr Ser Pro Arg Gin Gin Gin Gin Gin Gin Gly 

85 90 95 

Glu Asp Gly Ser Pro Gin Ala His Arg Arg Gly Pro Thr Gly Tyr Leu 

100 105 110 

Val Leu Asp Glu Glu Gin Gin Pro Ser Gin Pro Gin Ser Ala Leu Glu 

115 120 125 

Cys His Pro Glu Arg Gly Cys Val Pro Glu Pro Gly Ala Ala Val Ala 

130 135 140 

Ala Ser Lys Gly Leu Pro Gin Gin Leu Pro Ala Pro Pro Asp Glu Asp 
145 150 155 160 

Asp Ser Ala Ala Pro Ser Thr Leu Ser Leu Leu Gly Pro Thr Phe Pro 
165 170 175 
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Gly Leu Ser Ser Cys Ser Ala Asp Leu Lys Asp He Leu Ser Glu Ala 

180 185 190 

Ser Thr Met Gin Leu Leu Gin Gin Gin Gin Gin Glu Ala Val Ser Glu 

195 200 205 

Gly Ser Ser Ser Gly Arg Ala Arg Glu Ala Ser Gly Ala Pro Thr Ser 

210 215 220 

Ser Lys Asp Asn Tyr Leu Gly Gly Thr Ser Thr He Ser Asp Asn Ala 
225 230 235 240 

Lys Glu Leu Cys Lys Ala Val Ser Val Ser Met Gly Leu Gly Val Glu 

245 250 255 

Ala Leu Glu His Leu Ser Pro Gly Glu Gin Leu Arg Gly Asp Cys Met 

260 265 270 

Tyr Ala Pro Leu Leu Gly Val Pro Pro Ala Val Arg Pro Thr Pro Cys 

275 280 285 

Ala Pro Leu Ala Glu Cys Lys Gly Ser Leu Leu Asp Asp Ser Ala Gly 

290 295 300 

Lys Ser Thr Glu Asp Thr Ala Glu Tyr Ser Pro Phe Lys Gly Gly Tyr 
305 310 315 320 

Thr Lys Gly Leu Glu Gly Glu Ser Leu Gly Cys Ser Gly Ser Ala Ala 

325 330 335 

Ala Gly Ser Ser Gly Thr Leu Glu Leu Pro Ser Thr Leu Ser Leu Tyr 

340 345 350 

Lys Ser Gly Ala Leu Asp Glu Ala Ala Ala Tyr Gin Ser Arg Asp Tyr 

355 360 365 

Tyr Asn Phe Pro Leu Ala Leu Ala Gly Pro Pro Pro Pro Pro Pro Pro 

370 375 380 

Pro His Pro His Ala Arg He Lys Leu Glu Asn Pro Leu Asp Tyr Gly 
385 390 395 400 

Ser Ala Trp Ala Ala Ala Ala Ala Gin Cys Arg Tyr Gly Asp Leu Ala 

405 410 415 

Ser Leu His Gly Ala Gly Ala Ala Gly Pro Gly Ser Gly Ser Pro Ser 

420 425 430 

Ala Ala Ala Ser Ser Ser Trp His Thr Leu Phe Thr Ala Glu Glu Gly 

435 440 445 

Gin Leu Tyr Gly Pro Cys Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly 

450 455 460 

Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Glu Ala Gly 
465 470 475 480 

Ala Val Ala Pro Tyr Gly Tyr Thr Arg Pro Pro Gin Gly Leu Ala Gly 
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485 490 495 

Gin Glu Ser Asp Phe Thr Ala Pro Asp Val Trp Tyr Pro Gly Gly Met 

500 505 510 

Val Ser Arg Val Pro Tyr Pro Ser Pro Thr Cys Val Lys Ser Glu Met 

515 520 525 

Gly Pro Trp Met Asp Ser Tyr Ser Gly Pro Tyr Gly Asp Met Arg Leu 

530 535 540 

Glu Thr Ala Arg Asp His Val Leu Pro He Asp Tyr Tyr Phe Pro Pro 
545 550 555 560 

Gin Lys Thr Cys Leu He Cys Gly Asp Glu Ala Ser Gly Cys His Tyr 

565 570 575 

Gly Ala Leu Thr Cys Gly Ser Cys Lys Val Phe Phe Lys Arg Ala Ala 

580 585 590 

Glu Gly Lys Gin Lys Tyr Leu Cys Ala Ser Arg Asn Asp Cys Thr He 

595 600 605 

Asp Lys Phe Arg Arg Lys Asn Cys Pro Ser Cys Arg Leu Arg Lys Cys 

610 615 620 

Tyr Glu Ala Gly Met Thr Leu Gly Ala Arg Lys Leu Lys Lys Leu Gly 
625 630 635 640 

Asn Leu Lys Leu Gin Glu Glu Gly Glu Ala Ser Ser Thr Thr Ser Pro 

645 650 655 

Thr Glu Glu Thr Thr Gin Lys Leu Thr Val Ser His He Glu Gly Tyr 

660 665 670 

Glu Cys Gin Pro He Phe Leu Asn Val Leu Glu Ala He Glu Pro Gly 

675 680 685 

Val Val Cys Ala Gly His Asp Asn Asn Gin Pro Asp Ser Phe Ala Ala 

690 695 700 

Leu Leu Ser Ser Leu Asn Glu Leu Gly Glu Arg Gin Leu Val His Val 
705 710 715 720 

Val Lys Trp Ala Lys Ala Leu Pro Gly Phe Arg Asn Leu His Val Asp 

725 730 735 

Asp Gin Met Ala Val He Gin Tyr Ser Trp Met Gly Leu Met Val Phe 

740 745 750 

Ala Met Gly Trp Arg Ser Phe Thr Asn Val Asn Ser Arg Met Leu Tyr 

755 760 765 

Phe Ala Pro Asp Leu Val Phe Asn Glu Tyr Arg Met His Lys Ser Arg 

770 775 780 

Met Tyr Ser Gin Cys Val Arg Met Arg His Leu Ser Gin Glu Phe Gly 
785 790 795 800 
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Trp Leu Gin lie Thr Pro Gin Glu Phe Leu Cys Met Lys Ala Leu Leu 

805 810 815 

Leu Phe Ser He He Pro Val Asp Gly Leu Lys Asn Gin Lys Phe Phe 

820 825 830 

Asp Glu Leu Arg Met Asn Tyr lie Lys Glu Leu Asp Arg He lie Ala 

835 840 . 845 

Cys Lys Arg Lys Asn Pro Thr Ser Cys Ser Arg Arg Phe Tyr Gin Leu 

850 855 860 

Thr Lys Leu Leu Asp Ser Val Gin Pro He Ala Arg Glu Leu His Gin 
865 870 875 880 

Phe Thr Phe Asp Leu Leu He Lys Ser His Met Val Ser Val Asp Phe 

885 890 895 

Pro Glu Met Met Ala Glu He He Ser Val Gin Val Pro Lys He Leu 

900 905 910 

Ser Gly Lys Val Lys Pro He Tyr Phe His Thr Gin 
915 920 



<210> 3 

<211> 15 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> miscjeature 

<223> ARE sequence in human PSA promoter. 

<400> 3 
agaacagcaa gtgct 



<210> 4 

<211> 35 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> misc_feature 

<223> ARR sequence in human PSA promoter. 
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<400> 4 

gtggtgcagg gatcagggag tctcacaatc tcctg 35 



<210> 5 

<211> 35 

<212> DNA 

<213> Artificial Sequence 
<220> 

<221> misc_feature 

<223> Oligonucleotide designed to act as primer for amplifying human 
PSA promoter. 

<400> 5 

ggagctcgaa ttccacattg tttgctgcac gttgg 



<210> 6 

<211> 34 

<212> DNA 

<213> Artificial Sequence 
<220> 

<221> misc_feature 

<223> Oligonucleotide designed to act as primer for amplifying human 
PSA promoter. 



<400> 6 

caagctttgg ggctggggag cctcccccag gage 
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